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= (54) Title: NOVEL AMINOBENZ AMIDE DERIVATIVE 



(57) Abstract: A compound represented by 
the formula (I): (I) [wherein Rj represents 
-S(0) p -A, -S-(0) q -B, or -O-D (wherein p and 
q each independently is 0 to 2; A represents 
optionally substituted linear Ci_ ]0 alkyl; B and 
D each independently represents an optionally 
substituted ring structure); R 2 represents 
hydrogen, etc.; Xj and X 2 each independently 
represents nitrogen or CH, provided that 
not both of Xj and X 2 arc nitrogen; and the 
structure has a nitrogen-containing, monocyclic 
or bicyclic heteroaryl group adjacent to the carbon atom bonded to the amide group] or a pharmaceutically acceptable salt of the 
compound. The compound has glucokinase activity and is useful for diabetes, diabetic nephropathy, diabetic retinopathy, diabetic 
neuropathy, diabetic arteriosclerosis, etc. 
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(57) g^: 




* ( I ) [At, Ritt, -S(O) 
P-A, • S • (O) q • B X tt • O • 

• 2 , Ateg&£ ftTl^T t> <fc 
(i) <fcl>ai«3g* R 2 liH^ % X.&tfX* 

J^ttff *ni, BH^tt^S^ ^^^ttililit®^^ 
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m m m 

s m ft m 
nt m a m 

sf)Vn*j—< if (GK) (ATP : D-h e x o s e 6-phosphot 
ransferaze, EC2. 7. 1. 1) te, Pi#Lit® 4^(7)^7 

|wi-t^§o ^JI/n+t- Wo 3 ^oa+ y if (i, ir, ill) 

lE^jfcH (5mM) ^S, (10-1 5mM) OjfoJl&^ffcWJ&L 

fcfrrr^n^-if^^ 

£ & & < ^Etrf § ^\ w n ^ &mmmm, z^t^vx matt&ifi® 



PCT/JP03/03656 



ODY2 (maturity-onset diabetes of the 
young) tll?«nSS¥K:JSI^&%jETS3eWfc^^T^3^^-^jt 

entromedial hypotha 1 amu s , VMH) \zWmhT¥&H 

sswa^n-^awsEft (5-2 omM) izw^Lxm-mt^n^^jv^ 

^ - * «fcin;L V HMO^VnW- if^'ltt £fr 5 tiff fc SiMf ^lE^© 
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t^$n^WWO0 0/2 6 2 0 2^il:H^$nt^5. Lfrh±m 

ini^Mis/^o s&fc, ±!E5£ di n izmmoitsmmmz, c 

^T, ±fBWO 0 0/2 6 2 0 2^fg^fBic«^< > Sfc^nfcjKlgtrSBB 
S(IV) 



TWO 0 0/3 9 1 1 8^fg^PI^$nTV^o ±Mit^m (IV) tS)V 

n^jm^Numo^mm^izB^hrcmmjM^omizmmm^mhr^^ 
r\ *mfc&m&zNm±gfeZo %tc, ±mit^m cv) Fact 

^mitervo ( i v) &m7fi2nit±ffixwwo 00/3911 8^^gt», 




(in) 




N 



(IV) 
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^m^n^i^mm^wo o 0/3 9 1 1 8^feiBii£nw5o 

±iBte£# (V) fit HS©*;i/#n;^Mic:k!^7^n;PSSWL 

actor Xalfi^JfcKT^fcOT&D, Sfcffil©It*ViT 

ssk, i(vn 



TS£n&^WWM6 4-2 5 7 6 4^&$RtClB?K£ttTV:>S. 
TIBS: (VII) 




Me 



(V) 
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Me 




O 



(VII) 

ifi. m%m%mm~?z>fcm%^-rz>%(DtLT, woo 1/1 o s 6 5^#^ 

MmZnT^Zm, S (VI I) l:^Sn5M«> RM^h + yS^tL 

H 0^ ^ ?S 

(i) ^ (i) 
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-c- 



(I) 



RHt -S (O) p-A, -S- (O) q-BXK-O-D^L (£ 

©m^nwTkj^iSifcc i -c 1 0 7;wvx£^u b^dh -?-n 

^T>il^X«R 10 TgM$nT^TfeJ;^ililXtt^fe©C 1-C67J^ 



TD7U n 7 U -;i/g«R 1 0 WT fe «fc ^r^T ( £ 
HfcfcWT, R 10 ttR 11 XttR 11 *«fft$nT^Tfe«kV^ft:7K3tfS*wb, R 

11 ft**®-?, 75 /s, ^w^-oi/S, ^w^e-r ;k75/s, *;wt^-r 
Any^if, kFn^/S, *;V5;vs> ilI©ci-c6 7MM, 

i^C3-C 9JSHfc2lc*£, 77)V*r)V&* N-7y)V^)V7^ N, N 
-y77W75/S, 77MJl/t+yl, T^^JWjUzjH, N- 

7^;i/^;i/*;wtt-r;i/S, 7 u -;v£, 7U-;i/^s> n-tu— ;vr^y 
7U-;my& 7U-;ux;i/*-;i/^ ru-;^;p*n;i/^^s, 

N-7'J-Jl/XMrjl/75/& 7'J-J^;i/77^Jl/& N-7U-JW 

;wt^E-r;i/^ 7n^M, rn^yS, C2-C67M;-YM, n-c 2 
-c 6 7;^y-f ;P75ys, ci-c67M;ws, n-c 1 - c 6 7^ 




(ii) 
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WX^T^M, N, N-y-Cl-C 6 7M;i/^7 7^JH, C 
1 - C 6 7)V*)V7,)V7 A XjUg, N-Cl 
- C 6 7)l3r)lX)l*~Jl7< jm. Cl-C67^3^yE C1-C67JI/ 
3 + y.*MrjVSXSC 1 - C 6 7M;l/75/l^L, R 12 H7x-jH, 

^7^;ps, -fv^v'UM, i-y^ryu^m ^^/y;n, 
u;v», ^ri/ u;ua, ^7^77u;ps, fx«m hU7yu;vs, 
57*u;>£, trusts, if7^x;n, tfu^x;^, tfu^n, tf 
7yUM, tfnU;PS, 7'J;H, yy^-jm, -f^VU^ 

x;i/*> 7h7hFn77XjH, t°^^v-;y^ fcWJ$?-;i^k tfnUv 

-ji/S, ^i/^u/s, <v^yu;n, <v-r>Hu;vs, ohum, x 

7^7yj;VS> ybFni'>F'JM, rh7tHn^;iJ-jVS, f h5tH 

7yu;ps> ^>^/hU7y*u;^x«^>y*77n;vs^i-) ] xmtiz 

(2) ffifE (1) \Z&^X, AOR^R^XteR^Tg&SftT^Tfcck 
V^btfc^g&^cU B<Z)R 12 ^ 10 Tg^£nWTfc£^yxx;i^ -fy 

7 c 7yu;i/S> -f5^vu;v& **i*-yu;iA ^ryu^s, ^rvryu 
jm, ^x-;i/& hU7yu;us, ^h^yu^s, trusts, tfu^x 

try H^7y*u;vs, ^>y-r =^yu;i/S, ^>y?7yu;^x«^>yb 
U7y*u;us*wb, &^B<DR l0 WR iii x\ZR 111 T'WMztix^xh&te 
mfrmMZmv, D(DR i2 tfR io xwmznx^x%^7x.~)m, i-y^ 

jm, H'JyjH, tf^vx;i/S> tfU$^;US, ifl/>^y7x^ 
S> l/>y^y7i-;HX^y iJJU^ib, ^DOR 10 ^R U1 
X^R^^gm^nTV^Tfe^^ttmS^b, R 2 (DR 10 ^Rinx«R 
111 T«|j|$nTViTt>«fcV^ft:**S*^L, 5t (I I) Tg$tl5AfD7 
U-;i/K©R 10 7)tR 112 X«R 112 T«^$nT^TfeJ;^M^7j<^«^L, 

ii^S (I I) ©Afn7'JHH^7yij;H, -Y^yyu^s, -r y^y 
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U 1, 2, 4-7TP7VV)V& 1, 3, 4-m?7VV HJ 

HU5v-;ps, tf u F^7yu;i/Sx«^>y>7yu;i/»T^D, r 111 ^ 

^)VM, Any>fif, kHn^>s, itMoc i -c 6 r;v^;vs, sttots 
WC3-C9^**S, 77j^;H, ru-;PS, 7U-;i^«, 7n-< 
yn^yS, M©C 1 -C 6 7;i/^;i/& Cl-C6 7MmS, 
c i - c 6 7;v^;i/x;i/5jN^;i/», c i - c 6 7Ji/n^ySXiic i-c67;v 
R 112 ^7K*E^ tiling )m. #;M^>;i/ 

7^;i/^;v*. ru-m 7U-;^«, 7U-;i/XM^M, rn-r;v 

S> 7a^yS, C1-C6 7MWS, Cl-C6mMJV7^^JV 
X, C1-C6 7M;^J^;H, Cl-C6 7J^yS, C1-C67 
j^+y*M-MX«C 3 - C 6 n7;^t+'>ST?»SM, 

(3) fl&IB (1) fcfcl^T, A©R 10 ^R 113 X^R 118 T«msnTViTfe e fc 
^{fczR^TM, B©R 12 ^RioTg^$nTV^TfeJ:^7x-;^ -f 5 
^VUJI/S> tW^'JM, ^TVU^g, f7y7V^JM, HJ7V*U;i/ 
& Th7y'JM, bfU^S, tfU^vn;VS, l?l/>y^y7xZJI/ 
X, /fI/>m'>7i-MX«H'J F^TVU^ST&tK B(7)R 10 ^R 
1 1 3 X«R 1 1 3 Tgm£nT^Tfc£V^tt*XT& D > DOR 12 ^R 1 °T« 

x^Jl/SX»/5 : ^>y^y7i^Hl:fe D , D © R 1 °**R 1 1 3 X\tR 1 1 3 

rm^tix^xh^mi^m^h o , r 2 ©r 1 °#r 1 1 3 x«r 1 1 3 tii 
snTViTfe«fc^fc:**ST»t), R ii3 ^7k*Jie\ xjv^isjm, hu 

7;i/^a/^-;i/S> An^f>|f, tHa+yl, SI® c l - c 6 7)V*)Vm, 

mW<DmnC 3 _ 9 mk7Km&, C l-C67)Vn*z/&, C l-C6 7J^^y 

c i - c 6 7J^J^tlxttc i - c 6 7;wi^;v*:_ / « 

T&O, #0, 5£ (I I) 0^\T-n7U-;VS©R lo ^R 112 X«R 112 Tg^ 
$nTV>Tfe«fc^b**£T2&0, S (II) ©^fD7'J-;H^7^U 



WO 03/080585 PCT/JP03/03656 



(4) frffB (1) fc^V^T, A(DR 10 ^R 113 XttR 113 Tttm^nT^TfeJ; 

B©R 12 ^R 10 T«m$nT^Tfecj;^7xn;i/^ -fs 

^/ujh, ^ityu;^ ^tv/u;I/3E, f/yy^'JM, hjtv*u;p 

k>^t^y7x"JHT$ t) , DOR 1 °«SR 1 1 3 XUR 1 1 3 7r«^$tlWT 
%><kV^b**ST?»D, R 2 ©R 10 ^R 113 X«R 113 TS^$nT^TfeJ;^ 
Mfc**^**), R 118 ****®^ tiJlt^^jm, h'j7MP^^H, 

Any>If, k Hn^yl> WM<DC 1 - C 6 7;^;^ l^CilWC 3 - 
C9^7K*^ Cl-C6 7;V3^yS, C 1 - C 67;^^y*;^zM, 
C 1 - C 6 TJ^Jl/ftIX«C 1 - C 6 7MJVXM3JHT25 D , flo^t 
(II) OR 10 ^, R 114 X«R 114 T«m$nT^TfeJ;^M^7jcm*TS0, 
R 114 ^>Kmm^ *M^yJ«, h'J7Mn^^S, An^>Sf, k 
Hn^5/S, 7U-;i/S> 7U-;V^^^ BI©C1-C67WE CI 
-C 6 7J^J^tl, C l-C6 7Jk3^ylXttC 1-0 6 7^^^ 

(5) tfffB (4) fc£V>T, 5* (I) "fCR^-S (O) p-AXtt-S- (O) 

(6) tfffB (4) fc^V^T, 5£ (I) tfOR^-O-DTfaSfllMl, 

(7) 5t (I) *©X WX^m^CHTtfffB (3) Effcfcrtl'&fcK 

(s) ^ (i) ^©x i Mx 2 (D-7j^*M^7:a5§tfff3 (3) fBm©^im 

(9) 5$ (I) 4^X WX 2 ^CCHT&£tffffB (4) (ZMb^K 

(10) 5£ (I) >f©X 1 WX 2 ©-77^*II^T$)§tffffB (4) fB*t(D^ 
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(i i) mm (i) nm. a o) (D^rnmzmmoit^mm^tr^^ 
(i 2) tufa (i) 7bm (i o) o^Tn^fciamo^t/s^i^fr^^ 

(1 3) MIH (1) (1 0) ©V^Tn^^fB^O^tlS^^trSif 
(14) fusB (1) (10) ©V^n^fBil©^t)^«^tt-§K 

ofeiis^/xttfM, curs. 

7^;i^ -T V^;i/S, s e c -7>;i/X, tert -7*^;l/g, ^>^)V 

-rvr^;i/»> *t^>5S«, -rvo^n;, i, l-^^wi^Dif 
l -^^;i/7^;i/S, 2 -pwi/7^;i/S> i, 2--j^)vy°u\f.)vm, 

3-^^;i/^>^;ps, i, i -z?*?-)W?-)vm, 1, 
2, 2--J^)W^)Vm, 1, 3 -> ; ^;i/7^;vs, 2, 3-^^^;i/^ 
3, 3->?/^;P7^S> i-x^;V7^S, 2-x^;V7^;pg, 
1, 2, 2-bU^^;i/7 0 Ptf;PS> i-x^;v-2-^^7°nh 0 JV^^ 

Fy^n7MJHj M^3 7iS9(Z)#^ft^fOM^7jcm*^ftb, 
f^Hy^n7nt:« y^n^M> y^P^>« ^n^vjl/ 

y^n^7 0 ^;i/S%^w&ns 0 

fcg£jt#U Mx-U^h^m, xh+yS, 7°n^>S, ^fV7 D n^y 
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& r/b^X, s ec-7im tert -7>^->S, ^>^;^+v 

f!lx«X>v;ps, i-7x-^xfj^ 2-7x~;Vx^;i/S, 1-1-7? 
)V*?)VM, 2-?7?)\,*?)],£#imtft>tlZ. 

tusnfcisiii, f!i^^>^;i/T^/^ 7x^f;v75;iw^ 

I«n5AfnJIf^^iATn7'J-MrtH, l^S3WT^47ilg7M© 
<vf7^'jm -fy+u-yu;!^ hu^;^ tf 



WO 03/080585 



12 



PCT/JP03/03656 



u^v-;i/S, id7z?-)m, ^yijjn, -rv^yu;i/S, ^/ux;^ 
+yuv-«, ^y^itu^s, v>yux;va ^>xy^vu;i^ 

rAD^>M^J fctt, W*tf7y*Jg^ JfcftGC^ HHfM^ 3^HC^ 

^;i/A^;vs$^b, M^to^;i/^;wt^E<;ps, x^;^;w^^;^ 

s e c -y^;^;w^-r;i/& tert -y^M ivn^ ivmm^mi^n 
§. 

^V^ntf;!^/^ sec-7W5;lXttter t 

MlSilfciSfcttftU m«^>y^7$yl, 7xZjH W ^Sxa 

2 - 7x-jn^7$yif W5n§ 0 
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gm^nfcS^ftb, $mfi?^>i?)V75./^ y7x^H^V75/S 

£j£0cU i^li7xxM^yS, j-y^JVtt^M, b^xx;^*^*^ 
r7U-;i/.x;i//Kx:;i/7S./Sj <h«, 7sy gozte&rfWtGffir u 
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ji/7r^m t: 7 x - ^7 ;i/ 7 7 ^ s n 5 „ 
if7i x;^# ;wt^-Y 5 n& . 

^rt'fM, 7°nm;i/7 7^M, -f 7 7°n if 7 ^ 
m;P7 7 ; e<jh, ^^x^^;i/7r ; e-r;i/»#^^'3ti, mt;1/^;v 
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vtcMZMmv, mx\** : ?)\'Z)vy<(-)m, x5f;K*;i/7^x;i/S, -fV7° 
x;vs, >r v 7°p ¥)V7,)\>*~)mm-t)mft>nz>o 

StiibfeS&ML, h^>#;]/^x;i/X, ih+y^jton, 

7°n tfjp#;^x;i^> ^ y 7°p if ;i^;i/#x;i^W#tf 6>ft5. 

< V7°Dtf;i/^L<«7*^;i/SxnTlBS: (viid 

/a Me /O^Me ^N^Me ^ C ^Me , 

Me * 

V^^N'** 8 H2 H 2 

(VIII) 

b < tt< 7 7°n Hjt^XttTfBS ( I X) 
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^ a Me ^ /O^Me ^ /N^Me ^ <}t Jj^Me 
(IX) 

r^0C3-C9©^b7K^Sj m»3 7I/ 

WfcO C 3 - C 9 0^b*mS<h bTtt, 3 7}M 9 (DMUm^ 

S«©C3-C9 0^ft:**Si:LTtt, i^ft^HS, W^Ltf^n^D 

RHi> -S (O) p-A, -S (O) q-BS&tt-O-DSSfo 
P&^ciH ^n^ft$£LT0Xfc£2T&5££/W£b<, OTrg^^t 
Ate, R 10 TM^£nWTfcJ;^Iifi©C 1 -C 1 d7)V^)V^mf 0 

&fcA(Dm.m<DC 1 -C 1 OTMMli R^OmWI^^IT, ft 
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<> x^;i/& 7°nb°;i/^ <V7°Ptf;i/& v^n^>^;vs. v 

/7nM->;i/S^J;W£U> 0 

jl/^n^^S, Any>jf^, hFn^/I, it©C3-C9 

77i^;w;^^M, N-77MMM 
^-rivs, ru-;i/S, tu-;^«, N-7U-;i/7=-/», tu-;^+ 

^-;i/7^/S, 7U-^7;P7T ; E-r;i/^ N-7U-;v#;w^-f ;m 7 

CK;l/S, 7n^yl, C2-C6 7J^/-fJH, N-C2-C6 7;y7J7-f 
;y7^/S, C1-C67JWWS, N-C1-C6 7»XJV77 ; E^ 
N, N-^-C 1 -C 67)^)V7,)Vyy^)Vm, C1-C67W 
X)l7 4~)l^ C1-C6 7W7M-M, N-C1-C67WX 
^»7 5;S, Cl-C6 7JW+y& Cl-C6 7^3^yM^ 

ix«ci-c6 7;i/*;w7 ^ / g& 5*1-, 

A0R 1 0 1 LTH R 1 1 X X«R 1 1 'Ttl^tlT^Tfe «fcV^tolC3&SiW 
SL<, R 113 X»R 113 T«m$tlTV^TfeJ;i/iMfb7K**^J;D&^bVi 0 £ 

r 111 ^ jfcfcJS^ a^©c 1 -c 6 7;i/^;vs, *;wtt<;p^-x 
X, *;i/^^v;yS, y77I< h'J7Mn^fM, Any^If, ti Hp 
m^©ISWC3-C9^7fc^S, 77JW& 7U-;US, 7P-f;P 
X> 7D^yS, C l-C6 7iVWtS, C 1 -C 6 7^ySXSC 1 
-C6 7JV3+y*M^V»t*D ) R 113 «7K*H^ Hi©Cl-C6 7 

~>)um, h'J7MP^fM, ;\n^>if, tFn+y 
^©ISfnC 3-C 9m^tK*X> C l-C6 7i^-t-yI, C1-C67 
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fct, A^im x=f-;vs, ynifJi/S, -fyynt!^ 

tFn^yx^n, #;^^>;ix^s, 1, 2— 

y/7Dnim 3-yn^7°nt:;i/^ ^P7°nt:° 

;kx^;vs, 7x^fM, HJ 7;^ n^;i/g, 7x^>;vg, 

-rv7°nif;i/^x^;i/^ 2 b^>x^;i/^ 2-^h^v- 
i-^^;i/-x^;i/S, v^nH^^x?;^ ^h^->*;^x;M^ 

5£ (X) 



-COOH 



.Me 




-NH 2 
.Me 




'Me 



Me 





~Me 





'Me 



X 



,OMe 



/SO £ 



v S-Me 



'Me gb<« 



.Me 
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y^nyaW^H, z/?u^>7-)V^)VM, K'J7MP^f;«gL 
<\Z2-t h^X^l/gXfcES (XI) 



u;i/S, -r^Vu;vs> ^«-yu;i/^ ^7i/u;vx, ^t^t^/u;^ 

Uvy-JH, t!U^n;>S, trau^g, tf^n;^ 7U 

x;]/X, tWJ^-^ak ifn'J^M, ^;k*U/*, ^fWUM, -Y 

v 7 xx;vs^W BtiSo 

^5^V'JJ«, W^/'JiH, ^t^U«, ?-7v7^u;PS, 9- 




Me 




xt (XI) 
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«tf'J F^7^'J;i/£#<kD£F3;LV>. 

B OR 1 0 i ITHR 1 1 ^SR 1 1 ^il^tlT^Tfe J;^ WiS 

HHT?, R 1 1 1 JkX$R 1 1 3 ttfijfHGDAGQR 1 1 X XHR 1 1 z hWlMMT^h^. 
BiLTH «^«7x-JH, 4 -^7\/U;i/g, 5-^ 

7^U;i^ 2-^7OTVLJ;i/2k 2-t°'JyM, 3-t!U>WS, 4-hf 

u^;vs> 2 --r s^vu^g, 2-tfu^^;^ 4-t?iu> ? ~;i/& 5 
-tfu^vr:;^ 4-^y^7v ? u;^ 2 -^itv*u;i^ 4-*-*m/ 
u;ps, 2-^x-;i/X, 2-^u;v*. 

hU7y-;i/-3-^jl/«, 5-xb7 % /U;i/S, 5- (1-* 
Th7yjJH, 2, 3-Xfk>^y7x-JH, 3, 4-X^l/ 
>y^y7x-JH, 2, 3-^?y>y^y7x^S, 3, 4-^1/ 

>y^y7x-jn, ^>^-rs^vu;i/S, ^>vwyu;i/*, 5-^> 
XhU7yu;us, 5-^>y^7^u;^ 6-^>y^7^u;^> [i, 

3] 5^77n [5, 4-b] t!U^;PS> 4-^;V-4H- [1, 2, 4] b 

U7V";i/-3--r;i/& i -*<?)v- ih — r^^ N /-;i^-2— r;i^£, 4,. 

5-y^fJV-4H- [1, 2, 4] h'JTVHl/- 3-<M, 4-pWV- 
5-hU7MD^^-4H- [1, 2, 4] HJ7VA-;!'- 3— 5 

-jjWV- [i, 2, 4] hU7^-;i/-3^;^ s-T-h^yu^a, 4- 
A^/tKM^y^fJ^x^JH, 3 -^Jk/^-fM^y^fJ^x^V 
^ 4- / h^y*M-j^^7x-;i/S, 4-y77 7x-JH, 4-k 
HD+y7i-JH, 3-AJ^+y7x-;H, 4- h'J7MD^f Jl/7x 

2-^?W7xzjh > 3-^j^7i-jH 4-^^;y^ 
t7xxjH, 4-* h^y7x-JH> 3-xh^y*toP7x^M, 
2 h^y*MxjV7x-jH, 4-^^;vx;i/^x;k7x-;kS, 2 - (4 
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2- (5-y7;) ^rvvjvm, 2- (5-th*n^^) W)m, 
2- u-tDvt^y) 7-7W)m, 2- (4-^;i/^^v) ?yvv)m. 

2- ^7VUA-S, 2- (4-X5F;HP;f) ^7^U;i/», 2 

- (s-hu^tfnjjww ^7^u;i^ 2- (4-^ h*i^5f;i/) 5^7 
yu;v«, 2- (4-^b^'>*;i/^;w ^ryu;vs, 2- (4-^^vx 

^77*U;i/*> 2- (5-#JI/A^jl/) ^7y7yjJl/i, 2- (5 
^7v77UJl/», 2- (5-y77) ?Ti?T"/V)V 
S, 2- ?7y7yUM> 2- (5-#;M^» =P7^ 

7^'JJH, 2- ?7y7^JM, 2- 

T^TVU^S, 2- (5 - h'J7;i/^n^^;V) ^7y7yjM, 2- (5 
h^v^^W f7y7V'JM, 2- ( 5 b^XJVtf-JV) ^7V 

7VV)V& 2- (5-^^;i/x;i/*n;W ?7y7yuM, 5- (3-#;v 

^rS?T^/U;US, 5- (3-kHn^f;W f7y7^/'JM, 

5- (3-*;wtt-<;w ?7y7y'u;n, 5- (3-bU7;^n^^;w 

^7v7y'J;i/^ 5- (3-*^)Vtt) 9-7i?7V^))m, 5- (3-j*b 
^^WlO f7yTy'JM, 5- (3-* h^>#;i/fc;i/) ^7^77'J 
5- (3-^^;i/x;i/*n;i/) ?7>*77u;i^ 2- (5-#;wr&-r 
;v#*vO hU7yu;us, 2- (5-^7/) HJ7v*u;p& 2- (5-t 
Hn+s/^^w h'J7yjji/»> 2- (5-#;i/^-» hU7v*u;^ 2 

- (5-h'J7MD^;W hU7^U;PS, 2- (5-^^;i/^) HJ7 

v*u;i/S, 2- (5-^b+^^^;w hjtvd;^ 2- (5-^h^y* 
hU7VU;u*, 2- (5-^^;i/x;v*n;w hU77U;i/», 2 

- (3-#;wrE-r;w t!Uv;PS, 2- (3-*jwtt<j^^) tfu^;v 

S> 2- (4-y7/) h°Uv;i/», 2- (5-tFn+y) tf U y)lM, 2- 
(4-#;i/#^S/) E'JyjH, 2- (5-hU7Mn^5 1 JW tfU>Ml/^ 
2- (4-^^;V^) tf'Jv^S, 2- (5-^h^y) fcfUS^g, 2- (5 

-/b+y^M^W tfu>*;Hk 2- (4-^^;ux;i/*n;w tfUv 5 ;^ 

2- (6-^;wtt^;W tf U 5 y^JH, 2- (5-#;WW;kt^>) t: 
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U ^ P-JIM, 2- (5-y77) t£ U ^ y-^i, 2- (5-kHn^» tf 

u^^-;i/S, 2- (5-#;i/2j^» trius?-;!^ 2- (s-hj?;^ 

U HU5 v - , 2- (5-X^;i/^^^;W fcf U 5 2 
- (5-*h^» HU^~;i^ 2- (5-xh^Mn;V) HU^ 
2- (5-^^x;ufc;0 tfU^~;i^ 2- (4-#;i/#^> 
^rv/u;ws, 2- (5-*jvwjWy^f;i/) ^ri/u^g, 
2- (5-^nn^^;i/) ?7W)V& 2- (5 
^rr/u;vs, 3- (5-%)Vtf*is*<?M -1, 2, 4-hury-;v-3 
5-^;wt^;i/^^^^;v-i, 2, 4- hur^-;i/- 3 
5-^ 1, 2, 4- HJ77-;i/-2-^;^ 

5-y7;^^-l, 2, 4- HJ77-;k-2-^;i/S, s-^^x;^ 
2, 4-h'J7V-;i/-2-^jn, 5-^?mjI/7 7^ 
pWP-i, 2, 4- hUT^/-;v-2— am, 2- (s-^m^^ww 

2- (5—>T/^^;W ^7^77*D;i^> 2- (5-*h3ri/%)V#~)V* 

?M ^TyyyjjU. 2- (5-^^;vx;v*-;v^^;v) ?yi?7W)V 

&X\Z2- (5-^fMJk7r-;Mf;W ?7y77'JMitg$nsS 
7i-JH, 2-^T^U;i/*> 2-^7y7y''JJH, 2-tfU 

>>;Hk 2-tfU^> 5 ^;i/S> 4-HU^> ? n;vs> 5 - tf iu s?-;^ 3- 

hUTr/U;PS, 5— fh7yjM, 2, 3-/fk>^+y7x^H, 
4->?l/>^y7x-JH, [1, 3] J-7VU [5, 4-b] tfUviV 

& 4-^;>-4H- [1, 2, 4] hUTv-;v-3-^;vs, 1 

-lH-f$^/^-2-^M, 4, 5-^fJV-4H- [1, 2, 4] 
h'JTV-;!/- 3 4-^f;|/-5-hU7Mn^^-4H- [1, 

2, 4] hU7V-;v-3-r;^ [l, 2, 4] HJ7V-;v- 

3- r;VS, 4-y777xrjH, 4-h'j7Mn^^7x-M, 2- 
^?;Vft7xXJH, 3-^Wt7x-M, 4-^Wt7x-M, 

4- ^h+y7xXJH, 2-/f+yM»7x^S, 4-^h^~># 

Mz;^f;V7x-M, 4-^5^;vx;i/JiNx:;V7x-;^ 2 - ( 5 - k F 



WO 03/080585 



23 



PCT/JP03/03656 



2- (4-^ Y*y^-)V) J-7W)m. 2- (5-^77) F75?7VV)V 

2- (5-^do») ^7\/u;i^ 2- (5-^ b^>#;i/fc;i/) 

^T^U;i/», 2- ^7^7V*U^X> 2- (5-hV7)V 

Uru^M f7yr7'JM, 2- 5^7^77 U;VS, 

2- (5-* h^>#;u2j?-;i/j*3 1 ;i') fyyT^UJi/S. 5- 

y^?JW ^7^7^U;i/S, 5- O-bU^l^npWW 9-7P7W)V 
& 5- O-^b+SoWW <?7i?7'SV)V£, 5- (3 -;* b*^;^ 
?7y77UJH, 2- (5-v77^5MK> ^ry77'JM, 2- (5 

-pWI^M^m^W ^r^7i/u;^ 2- (s-^m^yzjv 
fyy^/uji/S, 2- (5-77;) burvu;^ 2- (5-t 

Hp^i/^^jw bU7v*u;vs, 2- (5-hU7Mn^?;w burvu 
2- (s-pib^soWW bU77u;i^ 2- (5-*b*'>#;M$ 
bUTVu;^ 2- (5-^h^^;i/fc;M^;i/) hU77u;us, 

2- (5-i/77^^;W hU7^u;PS, 2- (5-^^;i/^;i/*n;i/^^;w 

HJ77U;IA 2- (5-^^JV7,)Vyr^)V^^)l) h ] J7W)Vm, 2- 
(4-S/77) fcTUvWg, 2- (5-th'n^y) tfU^S, 2- (5-b 

U7MP/?;W -f'JyM, 2- (5-*b4^» f'JyM, 2- (5 
tfUv^X, 2- (5-v77) tfU^v?-;^ 2- 
(5-tHn^y) fc!U5^;WS, 2- (5 - b U 7)]/*U**?)V) tfU52> 

DOR 12 iUH 7x^;VS, 7-7^;V«> ti'JyM, XJ?V>Vtt*s 
7i^SX(W5 : V>my7x-M^St<, R 10 Tg^$nT^T 
fej;7x-m fc? U yjm, ^fU>y^y7x-JHXttX?k>yt+ 

DOR 10 iim R 111 XttR 111 T?«»l$nTViTt> ( fcV5K{h:** 
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V*. Z. IT, R 111 X»R 113 «tfflBiiiWI«T$»^o 
R 2 ttt^HC^ ^ n ^ X«R 1 0 Tgm^ ftT V>T % «fc C 1 - C 6 7 

^{b7jc*«/0W^ t < , r 1 1 3 x&r 1 1 3 xmm^nx^xh ^mtymm^ «t 

fcT, Dtim £DJMfc6<JK«, i^tf7xnjH, i-i-y^)V&, 

2- j-7^)im, 2-H'JyJVi, 3-tfU^;!^ 4-HU>^S> 3, 4- 
Xfl/>m->7x^VS, 2, 3-X5 1 l/>y^y7x-JH, 2, 3 - 
^^^>my7iXJH, 3, 4-^?l/>y^y7x-JH, 4-bU 

3- *;WWJV7ixM, 4 - AMt-f JVt^->7i-;PS, 4- 
*M^y7xZJH, 2-y7;7xzM, 4 - h U 7Mn^^7x" 

4- 7nn7x-JH, 2-7Mn7xx;H, 2, 4-y7Mn7 
x-M, 3-7*0^7x^1/5, 4-kFo + y7x-jH, 4-^^;i/^ 

7x-;vs, 2 -7;i/^-n-4-^^x;i/^n;V7xn;vs, 2-^h^>- 

4-7Jl/tD7xXJH, 2-^h+y7x"JH, 3-^h^y7xXJI/S, 
4-* b+yM3p^7xxM, 2-^^X^»7xXM, 4-7 

;u^-n- 2-^^x;yfcjk7x-;i/^ 3-/fM;^^7x^;i/S, 
4-^^;px;^xi;i/7x-;ps, 2- u-auwvE'f ;w tfu^;i/S, 3- 

(5-bU7;i/^D^^;W t!U3W3k 3- (6-* h^stifrtf-M tf U 

5>;vg, 3-^M^y7xxji/S, 3 -*;ww jmy^f ;V7xx;i/S, 

3- kFn^Wx-JH, 4-yj;^^7xXjH, 4-^;i/^ 
t^^7x~M, 3-^^;i/7;;i/*-;k^?;i/7x-;kS> 3-^h^># 
;ufc;v^9 : -;V7x-;i/S, 2- (5 tfu^;^ 3- (5--> 

kUyJH, 2- (5-^^;i/^) tfUv;v»> 2- u-^h 
^pWW H'jyMx«3- (5-/^;vx;vfc;v) \iW)vmmxmi 

6tl§I«b<, #Rfc£7x~;i^ 2-t!U^;US, 4-k°iJyM, 2, 
3-^?l/>7t+y7x-JH, 3, 4-^?l/>y^y7x-JH, 4- 
hU;PS> 2-^7/7x^1, 4-hU7Mn^^7x-;i/S, 4-7 
D07X-JH, 2-7M-P7X-JH, 2, 4-y > 7M07x-m 4 
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-/Wt7x^;VS, 2 - D - 4 - / ?JPX J^-JP7 x " jH, 2 

-^^y-4-7jVtn7x^H, 2-y< h+y7x-JH, 3 h + >- 

*-^7x-M, 3-^?km^V7x-jh, 4-^^;px;v^;v7 

x-JH, 3- (5-h'J7MD^) fcfUSWS, 3- (6-*b^~># 
JV7x^VS, 3-^?MJV»7x^M, 2- (4-^ Y^y^)V) 

tf'jv;i/SX«3- (5-^^;vx;i/fc;i/) tf u^;v*^tW £>ft3S#U 



1, 2, 4-?7y77-^-3-^M, 1, 2, 4-r7y77'-JP-5- 

-r;i/S, i, 3, 4-^7v7v-;i/-2-<;i/S> 2-huryu;kS> 2- 
r^uvu;^ 3— rv^uvu^s, tf^v-;ys, 2-ifu^a, 2- 

t!U5^n;VS, 3-tfUH-[3, 2-d] [1, 3] ?7^-2-^fJl/ 
SXS2-^>yf7yiJM^WSlV^ 
±BB5t (II) ©R 10 ^UTH R 112 X^R 112 Tli^nWTfeJ:V^ 

7n^yS, MCOC 1-C6 7JWS, Cl-C6 7^mS, Cl- 



i(II) 




(II) 
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C6 7WX^7^M, C1-C67 
i^ + yS. C 1 - C 6 7^3^y*M" JUXttC 3 - C 6 y ^ n7M^ 

Mi© c i - c 6 7; wi/X, c i - c 6 7;wi/3^S> c i - c 6 7)V 
n+ySXfiC l - c 6 T;i/3^ri/*;U3l?-;i/S^*«^Wf6ns. 

fcT, S (II) £LT», «fcDJ|#WK:fcju $R«2-^77*U;i/S> 2 
-^f$^VUJH> 3— f V^77U;i/S, 1, 3, 4-^7^77^-2- 
-Ol'S, 1, 2, 4-f7y7V-JV-5-^jH, 2 -r^UVlUl'g, -fV 
^/-;W-3— f;i/S, 2-k°'Jym 2-fc^~;P£, 2-tfU^v- 

2-^>y^r7U;i/S, 2- (4-#;wt^;i/) ^T^/U^S, 2- 

(4-#;Wt^jkt^» ^7l/U;l/& 2- (5-y77) ^rwjm, 
2- ^7VU;PS, 2- ^ 

7\ZU;PS, 2- (4-#;M**vO ^7'SV)V& 2- ^77* 
LUl'S, 2- (5 -7cm) ^7VU;i/^ 2- (5-7nn-4-^?;W ^ 
7yj;i/», 4- -^7V-;P-2-^;i/S, 2- (4 

-^h^>-^^;i/) ^7yu;PS, 2- (4- hj y^-tu^M ^77*u;v 
2- (4-^v7°otfjK> ^7yu.«> 2- (4-^^;i/) ^tvu;^ 

4- (i-tFD^yi^w -^ry-;p-2-' r;i^ 2- u-x^vi^ 
?7yj;i/», 2- (5-hU7MD^^) ^7^u;i/& 2- (4- 

j*h^>*3\;W ^77u;i/& 2- (4-^ h^v^;i/#n;w =P77u;i^ 

2- (4-^^;px;i/*n;p) ^7y*u;i/S, 4- (4-^^;v-4H- [1, 

2, 4] hU77-;V-2— YjV-XJ^r^M^) 2 — f 

4- (5-^-4H- [1, 2, 4] - h'J7y-;i/-2— 

;i/7r-jW5 1 ;w -^7v-;p-2-<;^ 2- (5-*;w^-f;w 
7y7yj;n, 2- (5-*;ww;^^-» ^7^7i/u;p& 2- (5 

-z/T 7) ^7^77'^;^ 2- (5-tKn^y^JW ?7y7y>JM, 

2- (5 ?7y7yj;n, 2- ^7^7\/y;v 

S> 2- (5-^^;i/^) ?7y77Um 2- (5- h'J7Mn,^f jl/) 
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?7y7y'JM> 2- (5-*h=^>;Wl/) ?7y7^'JM, 2- (5- 
Tl/U;VS, 5- (3-#;l/tf^» f7y7^JJ«, 5- (3-tFD+y 

^7y7yj;n, 5- (3-^;wt^;w =P7>WJ;vS, 5- 
(3-bU7;^n^^;W f7y7^JM, 5- (3-^^)1^) j-yv 
T\/u;i/S, 5- (3-> ^r^T7u;«, 5- (3-^h^ 

^7y77'JM, 5- ( 3 - ^T^T^U 
2- (4-#;i/mr-r;i/) tfu^;i/*, 2- (4-#;ww;kt^>) 
trusts, 2- (5-y7;) tfu^;^ 2- (s-tFn^^w tf 

'JyM, 2- (4-#;M^» tfU^;i/X> 2- If'JyJH, 
2- k°'JyJ«, 2- (5 - bVyfrXut^M h°Uv;i/ 

2- tfiJyJH, 2- (4-*h*S<*9\n>) tfU^I/S, 

2- (4-* b*>>%)l>tf~)V) k°iJyJl/S, 2- (4-^^;Px;^r.;i/) h° 
3-tfUF- [3, 2-d] [1, 3] <?7"S-)V- 2 — Ol^ 2 

- (s-^wt^-ow ^T^TVu;^ 2- (5-#;wrE<;i/:t3r-» ^ 

7vT7U;i/X> 2- (5-y77) m?T"SV)l& 4- (6-*M^ 

;W k°u$y^H, 4- (5-*;w^-r;i/^>/) tfu^^n;^ 4- (6 
-y77) -H'JS^I/S, 4- (6-kHD^f;W ) -tfU5^n;p 
4- (5-#;i/^» -tfiu^-;i^ 4- (5-bVyMu*^)V) 
- tf u 5 v~;i/g, 4- (5 -x5p;P5^^;w -tfu s v-;i/S, 4- (5 

-^b^^^W -h°U^vn;i/S, 4- -tfU 

$y^;H, 4- (5-^^;i/x;i/fc;w -HU$y^H, 2- (5-#n 
n^^;w ^ryu;^ 2- (5-* H^r^;i/fc;i/^^;w ^ryu^s, 

2- ^ryu;v^ 2- (s-^^r/^-r 
^rv^jjim, 3- (5-j* b^^ww HJ7i/u;i^ 

3- (5-* hUTVU;^ 5 -^^x;i/fc;i/ 

3, 4-?7y7«-2- r;pg, 5-^^;p^^^;i/- 1, 

3, 4-f7y7V";l/-2-^JH, 5 -#;^->^^;i/- 1 , 3, 4-^ 
7v7V-;l/-2— r;WS, 5 -^Jl/Ztt^M'+y/fiV- 1 , 3, 4-^7 
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—r^g, 5-* h^>#;vfc;M^;i/- i, 3, 4-^7^77-^-2- 
-f;pg, 5-tFp^fji/-i, 3, 4 -fyyjy-ji/- 2 --f ,«x« 

5-^ h-t-v^^A— 1, 3, 4-f7y7V-;W 2 — f ;i/g4$T?g$ft5g 

wtK, 2-f7yuM, 3— rv^Ti/u;^ 1, 3, 4-^-7^7 
y-;i/-2-^r;vs, 1, 2, 4-^7y7yHi/-5-^;vs, 2-tfu^ 
X, 2- (4-#;w^i-;i'«>-) ^T^/u;i/S. 2- (5-vOV) ^77 

U;i/S, 2- (5-bFD^y^JW 5F77U;«, 2- (4-#;i/tf^» 

^77u;i/», 2- ^7v/u;vs, 2- (s-h^Mn^f 

;W ^77U;kX, 2- FTVVJVM, 2- (4-^b 

4- >#;i/fc;K> ^rvvjm* 2- (4-;*3\7i/x;wci;w ^77u;i/^ 

2- (5-y77) ^7y7y'JM, 2- ( 5 - pWl/^) =?7VTW)}/ 

& 2- (5-*b*^:&;M$~;W ^7^7^u;v«, 2- (5-pWi/x;v 

f7y77UM, 5- (3-kF^y^k) ^7v77*U;i/& 

5- (3-^h^v^^;W ?7^77U;^, 5- (3-*h*zs%)\stf~)V) 
^7^77U;V*, 2- (4-#;Wt^;kt^>) If'JyJVS, 2- (5->- 
77) tfUS^US, 2- (5-bFD + y^^) fcfUSWS, 2- 

IfUyM, 2- (5-hU7;^D^^;i/) fc!U5?;i/S, 2- (4-^b 

tfuswx, 2- (4-^h^vy>^;v) tfu^;vs, 2- u-^h^ 

->^;i/^n;W tf'JyiH, 3-tfUF- [3, 2-d] [1, 3] f7 4 /-jp 
-2— 4- (6-v7/) tfU^^n^S, 4- 
;W tf u 5 4 - ( 5 - f u yfrHru * tf u =~ 4 - ( 5 

-^F + y^fJW tf'J^vn;!/^ 2- ^77U;i/3£, 
2- (5-^ h+v^^nji/^^i/) ^77U;i/», 5-7^;i/x;i/^n;i/^ 
3, 4 -^7^77-;!/- 2 — r;i/S> 5-^^;i/^^^;i/- i, 

3, f;i/£X»5-* h^^^fcjV^^k- 1, 

3 , 4 -^7y77-^- 2 ->T;i/S^T^$nS^«fc 0#?£L^„ 

R 2 «7K*M^ An^>H^X«R 10 TMm^tlT^TfeJ;UC 1-C67 
;i/+;V»^To R 2 ®R 10 ibttl R 111 X«R 111 Tliift£ftTVrcfc«fcV> 
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mihjmmm^ l < , r 1 1 3 x«r 1 1 3 Tg^$nr^xfe j^b^zrh^j; 
R^um «kt)^#«n«, xT-im, y°u^)vm, -rvxu 

5£ (I) 4"©^ (XII) 



(XII) 

X 2 ^CHTg§ Sb<, X 1 mSX 2 tf* \Z C H T & £ »£#«fc 0 

R 1 ^ -S- (O) p-A, -S (O) q-BXti-O-D^t. 
ZLn^>(Dot>, -S (O) p-BXtt-0-DT*5c»SUi. 

r 2 «, tKshm^, An^>jK j ?xttR 10 TS^nTViT%>j;Vic 1 _ 10 r;v 

R 2 ©C ; _ 10 7JWStlTH C l-C6 7;]^;i/*#W£b^o 
R 2 <Z)/\D^r>JMT£LTte> Xys&itTN ^M^X^^M^TS.^^^ 
WSU< > X y *M^Xfc£:fc&if;lC^T&£ Ztifik 

(I) Tg^tl^OXy^FilfibTIi &mt2-7 

77^-N-?7^-2-fJW ^>X75 F, 2-757-4-7;i/t 
D-5- ( 1 - ^fJh 1 H-^^-Jh 2 - ^1/-^^77^W -N- 
(4-^^-^TX-;i/- 2 — f Jl/) ^>X75 F\ 2-XS7-5- (1- 
^J>-1H- <5^/-;p-2— fJH7Jl/7 7^W -N- (4-MHD 
^y^?JWf77Hk-2-^;W ^>XT5 h\ 2 -75 7 - -5- (1H- 
^5^/-JP-2-^JV-XJl/7 7^V) -N- (4-/WFn^f^-f 
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7V-)V-2--()V) ^>X75 F\ 2-757-5-7 ^)V7,)V~7 r~)V-N 
-^77n [5, 4-b] t!U^>-2 — r;P-^>X75 F\ 2-757-5 

- (4-^;V-4H- [1, 2, 4] h'J7y-Jl/-3-^JV-X;V7 7"Jl/) 
-N- (4-7^;i/-^7V-;V-2— r;W ^>X75 F> 2-75 7-5- 

(4H- [1, 2, 4] FU77-;]/- 3— OV-Xfryy-fr) -N- (4- 

^^;k-^7 % /-;v-2— r;w ^>X75F\ 2-757-5- (5-73^ 

-4H- [1, 2, 4] HJ7V-;i/- 3— <jV-^Jk7 7^V) — N— [4- 

( 1 - ^f 1 h-^ 2 -^;i/-xji/77^iW5 1 JW -^77 

-;U-2->r;W ^>X75F\ 2-757-4-7Mn-5- (4-7^ 
-4H- [1, 2, 4] hV7"/-)V-3—1)l-Z)Vy7~)V) — N — (4- 
^fjp-f77Hb-2-l'JW ^>X75 h\ 2-7$;-4-7Mn-5 

- (4, 5-5?^-4H- [1, 2, 4] F U 7 7-;W- 3 — f 

-N- (4-7^;v-5P77-;i/-2 — ov> ^>X75F\ 2-T5 

7-5- (2, 5-'W;V-2H- [1, 2, 4] F U 77~;l/- 3 

-N- (4-y^-?77"^-2-<^) ^>X75F\ 2 
-75/-4-7Mn-5 - (4-7^;i/-4H- [1, 2, 4] HJ77- 

ji/-3--r;v-x;i/7T^;w -n- (4-t Hn^i/^fjv-fr v /-;p- 2 
— r;w ^>X75F\ 2-757-5- (4-7^;v-4H- [1, 2, 4] 

FU77~;i/-3 — fJV-XJV7r^) -N- (2-^^-^77-^-4 
~^)V) ^>X75F\ 2-757-5- (4-7^-4H- [1, 2, 4] 

hU77-;p-3--r;i/-x;i/7rn;w -n- (4-7 b+y/^-^7^ 

2 --<;!/) ^>X75 F\ 2-757-5- (4, 5-y^7JV-4H- 

[l, 2, 4] hU77-;i'-3-^;i/-x;i/7 7^;W -n- (2-73=71/- 

^77-;V-4— f)V) ^>X75 F> 2-7^;-4-7MD-5- (4- 

7^;v-4H- [1, 2, 4] hU77-;i/-3— i > ;p-x;V7m;v) -n- 
( 2 - 7 - ^ 7 - 4 - ^ ^>X7 5 F, 2-757-5- (1- 
7^;v- iH--r 5^7-;w- 2 -- r;i/-x;i/77n;w -n- (4-7^- 

^77-;i/-2— <;W ^>X75F\ 2-757-5- (4-^-4H- 
[1, 2, 4] FU77-;p-3— fJV-XJl/7 7^W -N-f77u [5, 
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4- b] tf'J> ? >-2--f;i/-^>X7^ F> 2-757- 5- 

iH--f 5^y-;i/-2 -- r;i/-x;i/7jn;v) -N-T-77D [5, 4-b] 

tf U Vy-2— l)]/-OX7^ b\ 2-75;-4-7Jl/tD-5- (4-* 
5M/-4H- [1, 2, 4] h'J7^-3-^^-X^77^) -N-^ 
7^n [5, 4-b] tfU^>-2— ()V-1>XT* h\ 2-757-5- (4, 

5- y^-4H- [1, 2, 4] hU7^-3-<;V-XJl/77^W 

-N- (4-^h^v-^jv-^rv-;i/-2-^;p) ^>X75h\ 2-75 

7-4-^;i/^n- 5- (4, 5-^^-4H- [l, 2, 4] HJ7V- 

;i/-3-<^-^ji/77^w -N- (4-^ h^^?;i/-f77-;i/-2- 

-f;i/) ^>X75F> 2-7^;-4-7Mn-5- (4, 5-v^^-4 

h- [1, 2, 4] i-;i/-x;V7 7n;v) -N- (4-^h 

^^^^-^77-^-2-^fJV) ^>X75h\ 2-757-5- (?77' 

-;w-2— i)V-7s)vyr~)V) -n- (4-7. h^>7^;i/-^7VWi/- 2 

--r;l/) ^>X75 H\ 2-757-5 -7xy^r->-N- (4-7h^>7^ 
)V-^7V-)V-2-^C)V) ^>X75h\ 2-7$;-5-7i/^>-N- 
[4- (4-^^l/-4H- [1, 2, 4] hU7V-;V-2— i)V~X)Vyy 
-f7!/-iV-2->fJW ^>X75 H> 2-75 7-5- (4- 
7Mn-2-^^XJV»-7i;^i/) -N- (4-^?JV-?77- 
;V-2— T;W ^>X75h\ 2-757-5- (2-^^7Jk»-7x 
7^» -N- (2-^^-f77HV-4-<JW ^>X75FX«2-7 

5;-3-7i;^>-5 - (2-^^;px;i/^~;v-^x/4 i >') -n- (4 
-^^-f7^- 2 — f;W ^>X7 5 F^cDlk&Mtfm-fzn&o 

mmmmmtLxu, M^mmm, yy^mm^ M^mwtM, By 

?>xAib>mw&<D\mr)v*)vx)v*>m.M ; ^>if >x;i/*>^ P - 
h;i/x>x;i/3jN>mm^o7U-;vx;i/^>^S; 7-?j«t, # 
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x>it, m^mrn. =y^m&. vw>n*ci8iii;MM5> 

V < t L L T «fc ^ . 

^mmzmik&mz, >x u >t#wsi (iddm, insulin 

dependent diabetes mellitus) <h^T >X U >#ife 
M£$fS#i (NIDDM, non-insulin dependent di 
abetes mellitus) <D£t>Z<D?^7<Dmfflft\Zhmj&»S1& , ?$> 

£fc> >X U >{&#l«M#i ( I DDM, insulin depende 
nt diabetes mellitus) te, itfcW£H >X U >#«f£T 

W§ 0 
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(5) (1-1) 



Mff 5^ ^ 1 9 8 3^ 3>yiJ^\>^^ y>t->X 
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(Comprehensive Organic Synthesis) , 16 
I, Pergamon Pressfc 1991^, f) , ^ft£^D7c77&X 

<, mt>, mmm\zmm<Dm&w&m*Tft5ii\ m^t, mm^izmm^m^ 

#;M^-K n, n' -itxpiszLSitfrtttfu-h* i-x^;i/-3- 
n n^t-f v7f ;w(^>y h 'j jy- l - h ux (s?*^ 

75/) 7*77t-7AAW7Mn7^77i^h»tff,^ ^Tfe 
M^.«Iftft^Jk N, N-^y7 □ A^yMMy^f $ HXtK>^ h U 
77- 1 -V HJX (y^?Jl/75/) XsrX?;* "^AA^itX 

N-^77nifJH^75X N-^fJWJX N-*3\>HfnU^ 
X N-^^;i/tf^U> 5 >> N, N-^^W-'JX 1, 8-> ? 71ffc^>^ 
O [5. 4. 0] ">>7 ? *-7-X> (DBU) , 1, 5 - 7lf tfy-^ P [4. 
3. 0] 7t-5-X> (DBN) W3ii»7$>;fj7l«k°'JyX 
4-y^^75;t'JyX h°n'JX )Vf-V>, U >XfcK 73V U > 

>^wsn, *t&m;l«b 3 w«75 l < , 

h U X^;P7 5 >X«N, N - y^ V 7°P tf;kr^;i/7 5 >^7&W-jI 

Wfo. N-hFP^yX7yW5H, N-kh'D4 : y-5-7MM>>-2 ) 
3 -^^Jl/^+v-'-f 5 OT3-kHn^y-3, 4-yk 
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i, 2, 3-^>vbV7V-jum^miBn, ^-v^rnxuN-^^u^z/^ 

feDZmzMVT, 0. 0 2ftM5 O^S, £?£L<«0. 2ftS2SMT&§ 0 

^#fc«tfp^sd^ a^*;^>mft^t/ (i) Xtt^-©MJS'I«S# i ^* 

Bifommn, 0. 573M9 6fl#K, ^*b<»3 7iM2 4B#p H 1TS§c 

^IglTffiV* snails, 7$FI« l^iWi -ixi^na 
{b^-tl (3) ##S£&#UW£*&K:fiiu ji3i[SK««SSI^-r 3££ 
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7°X -i y $r—fl-y 9 yy^-yT, (Protective Groups 
in Organic Synthesis), T. W. Gree n^, W,2Wl, 
John Wi ley&Sonsfc 1 9 9 1*^ m) > ^tUzmCttmXU 

z. <d j; d \zhxm^n^t^m (3 m, ^o^mmm^m. mmmm. m 
aim 2) ±Ex@n?#5nfcT5Nb'&«i (3) t\t^m (4) 

£*Kfcl£^%Z.£\Z&iOft l &m (5) Sfijfr-S^TftS. 

(4) iLTH §f*b<«7x/-;P^#:X^^-;i/MS#^$?* 

(4) ostt, fflVi6ns{fc^*RrmiSEoeS*offioSJS^fi i fc«fc 

il^7^/f§## (3) l^M^bT, 2 75S5 0iiM, £?£L, 

>, N-^^t°DiJy>, N-^^tWJ^X N, N-y^WX'JX 
1, 8-vT1ft:v^P [5. 4. 0] >7>x#-7-X> (DBU) , 1, 5 
-TifH->^D [4. 3. 0] 7^- 5-X> (DBN) 10^3111175 

u yxm u >^cd^#^ts > ; u ^ a, ^s^- h u <^a, 

iI'Jf7A^©7M'JM ; M^«>K*ffc-^MJ^A, **ffc#U#A£© 

MfcfcffcUtfA- t e r t-7^-K ^ h U 7^7- hX&^ b U >7A 
hioTM 'JMTJ^^y H ; Wfcfcfofc&fc* U ^A, zRMI^ h 

mmfzn, ^-v^mtmsmmmmr^y^ TMv&m&mfcmxfer 
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(3) l^*£2tbT®3?0 7^5 0 31, 

9\n/7-feb75F, IMlfJUXTJK »i^?JI/XXT;K J-fehxMUk 
^>if>, ^yl/X ?K> Ml-XX 1, 4-^^>, fh7tFD77> 

(XS3) ^xstefc-g^ (5) sMtcUt, #^Wc«fl^tf (1-1) 

xy^ij^^fflv^^MMTc^ (2) m i^^^^tfts 
m^zmium, (3) ^ ^ y - ji/tiftxx^ffl^ ^nso 

mm^<Dm<DZijfo&mz&Qgfc%^ (5) l^M^Mbxasi^s 
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b < « 0 TiS 5 0 VUBKDRfemM'V 1 2 0 Htf^g^ L < 1 7bm 5 
^0i5Hl/T#f.ns^Cf5^i|!l (1-1) fe£, ^©M£fi§^ 

t e r t -^Jl/^7x-;Vi/ U JH^O«7J^;^>U JH, mXU*b*F 
t e r t —7 h =T- v # )Vtf-fr£&<DfflR7)V n * - 

©77 ; v# - w 6 n, ^n^®^^, hd^> 



PCT/JP03/03656 



7)i3rjmmwtf sn, erne.© 51^ mz%=5-)m, x^ji/S, tert- 

1, 3-^V5>E 1, 3-^T>S> 1, 3-v^^>»^ 
^5/7 >S, 1, 3-i?t^V7>S, 1, 3-^T>», 1, 3-^^" 

7>s^^fe>n, in^©5^y^fm^"jn, 1, 3-^77 
\z, mm\zumm*MA?%m&*>&%o z.nt><Dumm<DmA\z. mm&\z 

z\(D£.?\zLTnt>tiz><t&m (i-i) ^©^iiissj^ 

isim^ mm, mmmm, ?u~?htf?74-mz£vmm 
m?zfrxizmmm*rz> £ t & < yam \z #r - 1 s . 

#fgi|J!K:^3fl^T&5 (1-1) tt, TIBflDXSfc.fc^T'blBfr 
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±t2:o§4> xg5&tfig6fct3vvrfcj\ mrn^m, Kjfcmm, Kmmmm 

z-tiZtk®, %mm&m&*mmiRrz z\t\z^xno z\tmx 
z\(D&D\zLT%t>n&ik&m (6) , (5' ) &%\<Dft$mm^m, m 

*mw\zmfc&m (i-D dkw^mmmm^ mmmm, mi±m 

-y^ y>tyX ((Protective Groups in Orga 
nic Synthesis), T. W. Greeni fg2 John W 
iley&Sonst 199 1^ f) , *nfc*PCfc#&Xte 11*16 
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t %m&&t>i£z z t \z ct v ff 5 £ t s o #i «x s^s § ffl i > § w 

p$ (i-i) ^^ns^^ffiut, ^tfcTMBf 
jirttWfcfcJu ±!B (i) Mtffc (i-i) ^R^rtfcfcifcfcrrs 

^IfMttTH ^TL^M^ X^K*!^ Utt^H, 3^7 

Y)VX.>7,)},*s>MWg<D7V-)V7s)\s*>mM-, y^JVmm, 3A^»t, ^7 
x>I?i&, Kfltii, ->a9»ifi, T^>^^o#afflfe!f[;R^;i/^5> 
Hit, 7X/^^>m^©T5yM#CDW«TS§E#W^^^i^ 

(i) Tmzn%*mmz&%ik&m^??)vn*i-~^mmk 

f^ffl©tffl^ T^xX (Diabetes) , 
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I45t, I1671I- 1 6 7 7I, 199 6 #^9 Xtt^tlCTDfe^^ 

-X - 6 - 'J >^5^*^^ ; 7^ h 4C§Th i o 

^©T^iz^T'Kffl^-g) recombinant human liver 
GKttFLAG fusion prote intLTE. coliH^f, 
ANT I FLAG M2 AFFINITY GEL (Sigma) TiSLfco 

77^ti¥l9 6 -we 11 plat e£fflV>T3 Ot^fc. As s 
ay buffer (2 5mM Hepes Buffer:pH=7. 2, 2 
mM MgCl 2 , ImM ATP, 0. 5 mM TN AD, ImM dith 
iothrei tol) £69^ l^ftU «CDMSOMtfcB3>h 
n-J^LTDMSO^l/i lMfco #ClC, )JC^WLT^^Enzym 
e mixture (FLAG-GK, 2 0U/ml G6PDH) 20^1§ 
#&L-fcm, SIT$^.2 5mM O/i lira*, 

£ (*»^3-xaK6E=2. 5mM) c 

<D5ftm<DMtoft&&mi>Tfc&®<Dm&*ft~Dfto flag-gkiju d 
M S Oi?fiTT 5 ft'&(DWbBMft\\fr1fi 0 . 0 5^60. 1 0|fflfcfcS<J; 5 Kin 

MOGKffitSit^tUT, AC 2 0 0»L AC2 0 0©^i 
fi, DMSO3>hn-jH?0ODt^l 00%tL, ^C2§ (2 0 0%) \Z 
£ T O D ft $ it S <D te^s^b^WM S^To 

GK^^tlO^tbTAC 2 0 0tt£ffl^, GK«^tg£ffl^bfc£ £ 
5, TIBIS^J^^bfe^^^l 0 MMfiTFT 2 0 0 %©?gtt?r^bfeo 

(I) T^$n§±fBGK^ttWffl&^1-^*^HJO^Wffi 
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SSM^ «^#TT^WbfelH4l CRTO (18-111^ n=5) 

ft/flu, ^il^SiLfc. *5nfc*fctttt, Stu 
dent Tfc££ffl^T#tfr&fr^ ^Oltf^ti^ItiiLfco ^©#S 

[*13 
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250 



200 



150 



^ 100 



50 



*P<0.05 vs. vehicle 



□ vehicle 

□ Cpd-A 1 0mg/kg 
H Cpd-A 30mg/kg 



30 



60 



90 120 
Time after glucose roading (min) 

±ib mi) \z&\,*t, cpd-Aii tib«i»j3 3-vmft>wt<k&®& 

M (Proc. Natl. Acad. Sci. 1995. 

92. 3096-3099) fcfBifco^ z.n\zmvttfex}$z.nt>£%m 
tmE.^tDi±z>z\t\z&r)ft?z\t%r^% a 

& IMillftl, fit t bit ffit^So 
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^ (i) «nai75^>X7$Fii#(i muxmmnmiz®. 

*y-fe;^j, mm, w®mb<tmmm<D®m\ •, xmim^u^^m, x 

mizmmm^u&mzmui,T%<k\,\ 
mmzzvmte&'t)^ -mzmun^o^, j£aib&&?k o. 

0mg/kg$lM»^T, ^fc»P^©±^tt, 0. 0 0 1M 
1 Omg/kgS175M»HrfcS-¥*rs©)W*bVi. 
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mmm 1 

;i/§SfcAnT*^ir;Wf!ia:bfc. 

«J#|2 

KiiU fcteHmiLTW&l 4 10^177 tfm©*££©Sfi|^J£Ufc. 
SPJM3 

8*110! 2 tra*0^TWB3«fefmbfc«, £©3i«J9 6*t#raf7 

c n s t j; o €> n& %> ©t v> . 

M0ll^DVh^77H 7V"btUTS i 1 i c age 1 6 OF 
2 4 5 (Merck) tffiSilTUVMSSffl^fc. *7Affly'J» 
ttTH Wakogel™ C-300 (fn^H) »7^fflyU* 
^WtbTfck LC-SORB™ SP-B-ODS (Chemco) XSYM 
C-GEL™ ODS-AQ 1 2 0 - S 5 0 (Oltfftl^&fifcBf) &JBV>fc. 

i -Bu :-TV7^;i/* 
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n - B u : n - ^)VM 
t - Bu : t -y^JVm 
Me : yt^JlM 
E t : X^g 
Ph : 7i^M 
i - P r : -f V^Dt!;i/S 
n-P r : n-7°Dtf;i/S 
CD c 1 3 : I^nn*M 
cd 3 od : s^.^y-;i/ 

DMSO-d 6 : ly^?MJ^>F 

s : h 
d :^7>^ 
dd : 9y)\,WVv Y 
t : HJ^Vy b 
m : Tjl/^Vy h 
b r : 7*D-F 
q : ^j;1/t-^ h 
J :%y?V>tffem 
H z : s\)iy 

mmmi 



-7^7 7^) -N-^yy-;i/-2-> r;v-^>X7$ hcdijis 

4, 5-y7Mn-2--hDglftl. OOg (4. 9 2mmol) © 
^b^^k>^ (2 0ml) \z, Tk^T, N, N-^^;i/*;i/AT^ H2flSf 
W^if U;V^n^-f F0. 5 1ml (5. 9 lmmo 1) £?&TU fl&Tifc 
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2-75 7fTy-JM 9 3mg (4. 9 2mmo 1) (Dmt^VymW. (1 
0ml) iCtf'J v>0. 9 1ml (9. 8 4mmo 1) &D\\XTz&, >K^T> 9c 

tc#6nfct^D7^ vomk*^v>mm (5mi) £?tfu ihthtiis 

5Fft9 2 3mg («: 6 6%) ^tfiSfttLtife. 

#&nfeT^ H#:9 2 Omg (3. 2 3mmol) ®7t h~ h U )VmW. 1 0 . 
Omll:hUX^l/75>l. 3 5ml (9. 6 8 mmo 1 ) SlXSI -*=f-)V- 
2 -^My°h^"t^ 5.^/-)l4 4 3mg (3. 8 7mmol) £JP;t, MJft 

*££|U nhn#:5 5 2mg (JR# : 4 5 %) fc^Hftt LT#fc. 
#6*lfc-hn#4 8 0mg (1. 2 7mmol) tfK77°nAV-;l/ (2 0 

m i ) Rnrntumtr ( 2 m 1 ) 2 . 4 g sin^t 

$S-> |J 7 D7 h ^77^ - (/7nn*;i/A : 8 : 1) 

^iDMMb, gi^«l2 7 0mg 5 5%) 

X HNMR (CD3OD) 5:3. 79 (3H, s) , 6. 51 (1H, d, J = 
11. 4Hz) , 6. 62 (1H, d, J = l. OHz) , 7. 00 (1H, d, 
J = l. 3Hz) , 7. 17 (1H, d, J = l. 3Hz) , 8. 04 ( 1 H, 
d, J = 8. OHz) 

ES I -MS (m / e ) : 3 5 0 [M + H] + 

±mmmwi tmmojfmiz&Q, m&M27bmmw8 2<D\k&m*%tc 0 
mm\2 
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IT' 




F' 



~NH 2 



2-7$7-4-7Md-5- (l-^^)V- lH-f $yV—)V- 2--j)V 
-x;V7y~;V) -N- (4-^fJV-f7VHl/-2-^Jl/) ^>X7$ F(P 

MM 

X HNMR (CD3OD) 5:2. 33 (3H, d, J = l. 0Hz) , 3. 79 
(3H, s) , 6. 51 (1H, d, J = ll. 4Hz) , 6. 62 ( 1 H, d, 
J = l. 0Hz) , 7. 00 (1H, d, J = l. 3Hz) , 7. 17 (1H, 
d, J = l. 3Hz) , 8. 04 (1H, d, J = 8. 0Hz) 
FAB-MS (m/e) : 3 6 4 [M + H] + 



2 -75 l - 5-^^-XJl/77^-N-^7'/-^- 2 -- f ;i—^>X7 

X HNMR (CDC 1 3 ) 6:2. 39 (3H, s) , 6. 72 (1H, d, J = 
8. 5Hz), 6. 97 (1H, d, J = 3. 6Hz), 7. 3 0 - 7. 3 7 (2 
H, m) , 7. 6 5 (1H, d, J = 3. 0Hz) 
FAB-MS (m/e) : 2 6 6 [M + H] + 
S8SiW4 



2-757-5- (2-/Wb'P^y-X^>XJV7 7^) -N- (4-^ 
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)V-9-7V'-)U- 2--j)V) ^>X7$ FcDIlM 

X HNMR (CD 3 OD) 5:2. 30 (3H, d, J = l. 1Hz) , 2. 91 
(2H, t, J = 6. 9Hz) , 3. 63 (2H, t, J = 6. 9Hz) , 6. 
64 (1H, d, J = l. 1Hz) , 6. 76 ( 1 H, d, J = 8. 6Hz) , 
7. 37 (1H, dd, J = 2. 1, 8. 6Hz) , 7. 84 ( 1 H, d, J = 
2. 1Hz) 

FAB-MS (m/e) : 3 1 0 [M + H] + 



2-7$/ - 5- (4-T$/-5-Xh4 1 ^;i/^r:;^-bfU$^>-2— f 
JV-X;i/7 7ZJl/) -N- (4-^fJl/-f77^-2-^;i/) ^>X7$h» 

! HNMR (CD 3 OD) 5:1. 34 (3 H, t, J = 7. 2 Hz) , 2. 31 
(3H, d, J = l. 0Hz) , 4. 32 (2H, q, J = 7. 2Hz) , 6. 
63 (1H, s) , 6. 85 (1H, d, J = 8. 7Hz), 7. 38 ( 1 H, 
dd, J = 2. 2, 8. 7Hz) , 7. 94 (1H, d, J = 2. 2Hz) , 8. 
5 5 (1 H, s) 

FAB-MS (m/e) :43 1 [M+H] + 



2-75/- 5- (f77-J|/-2-^J|/-XJV7 7^) -N- (4j-^±jk 




SOIM6 
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X HNMR (CD 3 OD) 5:2. 31 (1H, d, J = l. 0Hz) , 6. 63 
(1H, s) , 6. 88 (1H, d, J = 8. 7Hz) , 7. 38 (1H, d, 
J = 3. 0Hz), 7. 48 (1H, dd, J = 2. 1, 8. 7Hz), 7. 6 
2 (1H, d, J = 3. 0Hz) , 8. 13 ( 1 H, d, J = 2. 1Hz) 
FAB-MS (m/e) : 3 4 9 [M + H] + 



2 -7 $ y - 5 - ( 1 ^±2kz 1 f ^^V-;l/- 2 — ()V-Z)V7 y~)V) 
-N- (4-/Vf FP^'>^^;l/-^y^-;i/-2— QV) FOIBg 
X HNMR (DMSO-d 6 ) 5:3. 64 ( 3 H, s) , 4. 49 (2H, d, 
J = 6. 0Hz), 5. 24 (1H, t, J = 6. 0Hz) , 6. 74 ( 1 H, 
d, J = 8. 8Hz) , 6. 93 (1H, s) , 6. 94 ( 1 H, s) , 7. 1 
6 (1H, dd, J = 1 . 6, 8. 8Hz) , 7. 29 (1H, s) , 7. 99 
(1H, d, J = l. 6Hz) 
FAB-MS (m/e) : 3 6 2 [M + H] + 



2-757-5- (1H- f $^V-;i/-2— t)\>-7,)Vy7~)V) -N- (4 



®BiF4 7 





WO 03/080585 



52 



PCT/JP03/03656 



1 HNMR (DMSO-d 6 ) 6:4. 48 (2H, s) , 5. 2 2 (1H, br), 
6. 74 (1H, d, J = 8. 8Hz) , 6. 92 (2H, s) , 7. 17 (1 
H, s) , 7. 23 (1H, d, J = 8. 8Hz) , 8. 05 (1H, s) 
FAB-MS (m/e) : 3 4 8 [M + H] + 
$Ot$]9 




2 -75 7- 5 - (1 -^5^- lH--f$^V-^-2- 1 )V-7,)Vy *~)V) 

-N- (4-A-r Hn^->/^-f77-;p- 2 — f;i/) ^yxrsj^mm 

1 HNMR (DMSO-d 6 ) 5:3. 88 (3H, s) , 4. 46 (2H, s) , 
5. 25 (1H, br), 6. 87 ( 1 H, d, J = 8. 4Hz), 6. 90 (1 
H, s ) , 7 . 0 2 ( 1 H. s ) , 7 . 4 0 ( 1 H, s ) , 7. 5 2 ( 1 H, s ) , 
7. 6 2 (1H, d, J = 8. 4Hz) 
FAB-MS (m/e) : 3 9 4 [M + H] + 

m&m i o 




X)V-?7-)V) -N- (4-/W HP^'>^^-^7V-;i/-2— QV) O 

! HNMR (CD 3 OD) 6:1. 33 (3H, t, J = 7. 1Hz) , 4. 29 
(2H, q, J = 7. 1Hz) , 4. 60 (2H, d, J = 0. 9Hz) , 6. 
79 (1H, d, J = 8. 7Hz) , 6. 93 (1H, d, J = 0. 9Hz) , 
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7. 39 (1H, dd, 3 = 2. 1, 8. 7Hz) , 7. 6 8 - 7. 6 9 ( 1 H, 

m) , 8. 0 0 (1H, d, 3 = 2. 1Hz) 

FAB-MS (m/e) : 4 2 0 [M + H] + 

mmm 1 1 



2-7$y-5-(i-^^ji/-iH-^s^/-;v-2-^ji/-7;i/7^z;i/) 

-N- (4-/VT HP^->^^-^7V-^-2--f;i/) ^>X7^F0Wggg 
X HNMR (DMSO-d 6 ) 5:3. 70 (3H, s) , 4. 46 (2H, s) , 
5. 21 (1H, br) , 6. 88 (1H, s) , 6. 89 ( 1 H, d, J = 8. 
8Hz) , 7. 03 (1H, s) , 7. 35 (1H, s) , 7. 38 (1H, d, 
J = 8. 8Hz) , 8. 14 (1H, s) 
FAB-MS (m/e) : 3 7 8 [M+H] + 

mm\ 1 2 



2-7^;-5-^5 : M;i/77^-N-5 1 7!/P [5, 4-b] H'Jy>- 

'HNMR (CDC 1 3 ) 5:2. 39 (3H, s) , 5. 84 (2H, br), 

6. 74 (1H, d, J = 8. 4Hz), 7. 34 ( 1 H, d, 3=4. 8Hz), 

7. 38 (1H, dd, 3 = 2. 0, 8. 4Hz) , 7. 61 (1H, d, J = 
2. 0Hz) , 7. 89 (1H, dd, J = l. 2, 8. 4Hz), 8. 81 (1 
H, dd, J = l. 2, 4. 8Hz) 

FAB-MS (m/e) : 3 1 7 [M + H] + 





PCT/JP03/03656 



mm 1 3 



HO 




2-T^y-5- (1 -M FP^yXf^- lH-fg W-)V- 2 —Ql- 
XJVyy-JV) -N- (4-/W HD^f Jhf 7^-2-^;!/) ^> 

xy^ Hgmm 

X HNMR (CD 3 OD) 5:3. 73 (2H, t, J =4. 8Hz) , 4. 2 
7 (2H, t, J = 4. 8Hz) , 4. 61 (2H, s) , 6. 74 ( 1 H, d, 
J = 8. 8Hz) , 6. 93 (1H, s) , 7. 04 (1H, s) , 7. 27- 
7. 3 0 (2H, m) , 7. 8 9 ( 1 H, s) 
FAB-MS (m/e) : 3 9 2 [M + H] + 

SBtM 1 4 




2-T^/-5- (b°'J5v>-2-j > ;l— Z)V7T~)V) -N- (4-/WF 

L HNMR (CDC 1 8 ) 5:4. 4 4 (2 H, d, J = 5. 2Hz), 5. 18 
(1H, t, J = 5. 2Hz), 6. 81 (1H, d, J = 8. 4Hz) , 6. 
87 (1H, s) , 7. 0 4 (2 H, br) , 7. 16 ( 1 H, d, J = 8. 8 
Hz) , 7. 32 (1H, d, J = 8. 8Hz) ,8.13 (1H, s) , 8. 
8 4 (2H, d, J = 8. 4Hz) 
FAB-MS (m/e) : 3 6 0 [M + H] + 

mmmi 5 



PCT/JP03/03656 




2-7^7-5 - ( l-*?>X)Vft~)l- lH--f$^/-;V- 2 — f Ji/-X 
)V7y-)l) -N- (4 - X b^yjjM-JV-^7'/-JP- 2 - QV) ^>X 

X HNMR (CDC 1 3 ) (3:1. 31 (3H, t, 3 = 7. 2 Hz) , 3. 4 
1 (3H, s) , 4. 30 (2H, q, 3 = 7. 2Hz) , 6. 69 (1H, d, 
J = 8. 4Hz) , 6. 88 (1H, d, 3 = 2. 0Hz) , 7. 32 (1H, 
d, J = 2. 06Hz), 7. 40 ( 1 H, dd, 3 = 2. OHz, 8. 4Hz), 
7. 74 (1H, s) , 7. 95 ( 1 H, d, 3 = 2. OHz) 
FAB-MS (m/e) : 4 6 8 [M + H] + 

mm\ 1 6 




2-7^7-5- (iH--f $^V-;i/-2--r;p-x;i/7y-;i/) -N- (4 
-/w HP^^7^;i/-5-^pp-5 l Ty-;i/-2-<;i/) ^>xrs. now 

X HNMR (CD 3 OD) 5:4. 56 (2H, s) , 6. 76 (1H, d, J 
= 8. 8Hz) , 7. 05 (2H, s) , 7. 34 ( 1 H, dd, 3 = 2. OH 
z, 8. 8Hz) , 7. 95 ( 1 H, d, J = 2. OHz) 
FAB-MS (m/e) : 3 8 2 [M + H] + 

mmn 7 
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Cl- 




2-T5/-5- (4, j ^V~j]/-2 — i)V-X)ly 

y-)V) -N- (4-/W FD^y^^l/-f 7V-JV- 2 ^>X7$ 

X HNMR (CD 3 OD) (5:4. 60 (2H, s), 6. 79 ( 1 H, d, J 
= 2. 0Hz) , 6. 93 (1H, s) , 7. 37 ( 1 H, (3d, J = 2. OH 
z, 8. 8Hz) , 7. 95 ( 1 H, d, J = 2. 0Hz) 
FAB-MS (m/e) : 4 1 6 [M + H] + 

§£»J 1 8 



r;i/) ^>xy^ Kansas 

^NMR (CDC 1 3 ) 5:1. 35 (3H, t, J = 6. 0Hz), 1. 49 
-1. 92 (8H, m), 3. 29-3. 33 (1H, m) , 4. 34 (2H, 
q, J = 6. 0Hz) , 5. 89 (2H, s) , 6. 66 (1H, d, J = 8. 
8Hz) , 7. 38 (1H, dd, J = 2. 0, 8. 8Hz) , 7. 58 ( 1 H, 
d, J = 2. 0Hz) , 7. 8 7 ( 1 H, s) 
FAB-MS (m/e) : 3 9 2 [M + H] + 

wtw 1 9 
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\ OH 



2 - 7 $ 7 - 5 - ( 1 lH-fh7'/-JV- 5 -1)\<-7,)V7t~)\<) 

-n- (4-/wFD^y^f;i/-^7y-;v-2-^;v) ^yxrs^omm 

X HNMR (CD 3 OD) 6:4. 03 (3H, s) , 4. 60 (2H, s), 
6. 82 (1H, d, J = 8. 8Hz) , 6. 88 (1H, s) , 7. 43 (1 
H, dd, J = 2. 4Hz, 8. 8Hz) , 8. 01 ( 1 H, d, J = 2. 4H 
z) 

FAB-MS (m/e) : 3 6 4 [M + H] + 

m&m2 0 



2-7^7-5- (2H- [1, 2, 4] hj 7 5 — f;i/-X;P7 r~ 
)V) -N- (4-/WFn^y^f;i/-f7VHk-2--f;i/) ^>X7§ HO 
MM 

! HNMR (CD3OD) (5:4. 60 (2H, s) , 6. 81 (1H, d, J 
= 8. 8Hz) , 6. 93 (1H, s) , 7. 42 (1H, dd, J = 2. OH 
z, 8. 8Hz) , 7. 90 (1H, s) , 8. 01 (1H, d, J = 2. OH 
z), 8. 27 (1H, brs) 
FAB-MS (m/e) : 3 4 9 [M + H] + 

wm\2 1 




OH 
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2-T$y-5- (h°Uv>-4— QI-Z)V7t~)V) -N- (4-/WHP 

X HNMR (CD3OD) 5:4. 5 7 (1H, s), 6. 91-6. 94 (2 

H, m) , 7. 04 (2H, d, J=4. 8Hz) , 7. 40 ( 1 H, d, J = 

8. 8Hz) , 7. 99 (1H, s) , 8. 23 (2H, d, J=4. 8Hz) 
FAB-MS (m/e) : 3 5 9 [M + H] + 

mtm2 2 




2-7S/-5-(4-^PP-lH-f$^/-Jk-2-^^-^77^) 

-N- (4-/vr FP^'>^^;i/-^7V";i/-2— nk) ^>X7^ Koaftjg 

X HNMR (CD3OD) 5:4. 60 (2H, s) , 6. 78 (1H, d, J 
= 8. 4Hz) , 6. 93 (1H, s) , 7. 05 (1H, s) , 7. 37 (1 
H, d, J = 8. 4Hz), 7. 9 7 ( 1 H, s) 
FAB-MS (m/e) : 3 8 2 [M + H] + 

©ii0S2 3 




2-7^7-5- (1H-- r$^v-;^-2— r;i/-x;i-7y-;v) -n- (4 
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a HNMR (DMSO-d 6 ) 6:2. 52 ( 3 H, s) , 6. 7 4 ( 1 H, d, 
J = 8 . 8Hz), 6. 90 (1H, s ) , 7 . 16 ( 1 H, s ) , 7. 2 4 (1 
H, d, J = 8. 8Hz), 8. 13 (2H, s) 
FAB-MS (m/e) : 3 6 0 [M+H] + 

mm\2 4 



2-7^;-5-^P^yW77-^-N- (4-/Vf KP^>/^ 

z^Z^zikz 2--f;i/) ^>X7^ Foggs? 

X HNMR (DMSO-d 6 ) 5:1. 10-1. 30 (6H, brs), 1. 
60-1. 7 5 (2H, brs), 1. 80-1. 90 (2H, brs), 2. 
90-3. 00 (1 H, brs), 4. 47 (2H, s), 5. 20-5. 22 
(1H, brs) , 6. 71 ( 1 H, dd, J = 2. 8Hz, 8. 8Hz) , 6. 
91 (1H, s) , 7. 24 (1H, d, J = 8. 8Hz) , 7. 93 ( 1 H, 



2-y^y-5- (h°u 2— r;i/-x;pyynji/) -n- u-/wfp 

X HNMR (CD 3 OD) 5:4. 57 (2H, s), 6. 80-6. 92 (3H, 
m), 7. 08 (1H, dt, J = 5. 0, 7. 6Hz), 7. 42 (1H, d 
d, J = l. 6, 8. OHz) , 7. 59 ( 1 H, dt, J = 2. 0, 7. 6H 
z) , 8. 01 (1H, d, J = l. 6Hz) , 8. 31 ( 1 H, d, J = 5. 




s) 



FAB-MS (m/e) : 3 6 4 [M+H] + 

mmm2 5 
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0Hz) 

FAB-MS (ra/e) : 3 5 9 [M + H] + 

mmm 2 6 




2-7^y-5- (1H- f ^^V-;i/-2— -fJk-X^77^) -N- (4 
- [l-;WHP^>-l-^Jl/-XfJl/] -f7V'-^-2-^^) 

L HNMR (CD3OD) 5:1. 56 (6H, s) , 6. 74 ( 1 H, d, J = 
8. 8Hz) , 6. 87 (1H, s) , 7. 05 (2H, s) , 7. 33 ( 1 H, 
d, J = 8 . 8Hz) , 7. 9 7 ( 1 H, s) 
FAB-MS (m/e) : 3 7 6 [M+H] + 
7 




2-75 7-5- (5-^^)1- [1, 3, 4] f7y7VHk-2-^;V-X 
j 1/77 7-;!/) -N- (4-/VT Hn+y^^-+7y-;V-2 --TJI/) 

X HNMR (CD C 1 3 ) 5:2. 66 (3H, s) , 4. 63 ( 1 H, s) , 
6. 86 (1H, d, J = 8. 4Hz) , 6. 88 ( 1 H, s) , 7. 51 (1 
H, dd, 1 = 2. 0Hz, 8. 4Hz) , 8. 09 (IE d, 1 = 2. OH 

z) 

FAB-MS (m/e) : 3 8 0 [M + H] + 

mm 2 s 
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2-y$/-5- (5-^-lH- [1, 2, 4] M)7y~;i/-3-i > Jl/ 
-X;V77^;V) -N- (4-MFP^^-5 : 7'/-Jl/-2-fJV) ^ 

X HNMR (CD 3 OD) (5:2. 36 (3H, s), 4. 60 (2H, s) , 
6. 79 (1H, d, J = 8. 8Hz) , 6. 93 (1H, s) , 7. 40 (1 
H, dd, J = l. 6Hz, 8. 8Hz), 7. 98 (1H, d, J = l. 6H 
z) 

FAB-MS (m/e) : 3 6 3 [M + H] + 

mm\2 9 



2-7S./-5- (lH-f$^V^-2-^^-Xj|/77^) -N- [4 
- (i-;wb'n^>-x^) -f7yHV-2-^JH ^>X7$Hg>g8St 
X HNMR (CD 3 OD) 6:1. 50 (3H, d, J = 6. 8Hz) , 4. 85 
(1H, q, J = 6. 8Hz) , 6. 76 ( 1 H, d, J = 8. 8Hz) , 6. 
89 (1H, s) , 7. 05 (1H, s) , 7. 34 (1H, dd, J = l. 5, 
8. 8Hz), 7. 96 (1H, d, J = l. 5Hz) 
FAB-MS (m/e) : 3 6 2 [M + H] + 

mm>}3 0 



2-757-5- (IU--(^^J-)V-5-^)\>-X)V7t~)V) -N- [4 
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- (i-/wh'p^->-x^) -^yy'-;i/-2-r;i/] i>X7s.f<dmm 

X HNMR (CD3OD) 5:1. 50 (3H, d, J = 6. 8Hz) , 4. 8 5 
(1H, q, J = 6. 8Hz) , 6. 76 ( 1 H, d, J = 8. 8Hz) , 6. 
89 (1H, s) , 7. 05 (1H, s) , 7. 34 ( 1 H, dd, J = l. 5, 
8. 8Hz) , 7. 96 (1H, d, J = l. 5Hz) 
FAB-MS (m/e) : 3 6 2 [M + H] + 

mmm s 1 




2-y$y-5-(i 1 h— r $^v-;i/- 5 -- f ;i/-x;V7 r^jk) 

-N- (4-hU7MP^^-^7y-;i-2- nv) ^xy^jjoMl 

X HNMR (CD3OD) 6:3. 75 (3H, s) , 6. 75 (1H, d, J = 
8. 8Hz) , 7. 02 (1H, s) , 7. 19 (1H, s) , 7. 29 (1H, 
dd, J = l. 2, 8. 8Hz) , 7. 64 ( 1 H, s) , 7. 95 ( 1 H, d, 
J = 1 . 2Hz) 

FAB-MS (m/e) : 4 0 0 [M + H] + 

mmm3 2 




2-T$y-5- (i-^;p-x5W -x;V7y^;i—N- (4-;whd 

1 HNMR (CD 3 OD) 5:1. 21 (6H, d, J = 6. 8Hz) , 3. 14 
-3. 18 (1H, m) , 4. 59 (2H, s) , 6. 76 ( 1 H, d, J = 8. 
4Hz) , 6. 93 (1H, s) , 7. 34 (1H, dd, 3 = 2. 4, 8. 4 



WO 03/080585 



63 



PCT/JP03/03656 



Hz) , 7. 83 (1H, d, J = 2. 4Hz) 
FAB-MS (m/e) : 3 2 4 [M + H] + 

mmm 3 3 




2-T$7-5- (4->fJP-4H- [1, 2, 4] h U 71/-J1/- 3 — < 

-N- (4-^5 1 ;i/-^ry-;i/- 2— r;p) ^/xr^Fco 

MM 

! HNMR (CD 3 OD) 5:2. 32 (3H, d, J = l. 0Hz) , 3. 71 
(3H, s) , 6. 62 (1H, d, J = l. 0Hz) , 6. 78 (1H, d, 
J = 8. 7Hz) , 7. 36 (1H, dd, J = 2. 2, 8. 7Hz) , 8. 0 
0 (1H, d, J = 2. 2Hz) , 8. 50 (1H, s) 
FAB-MS (m/e) : 3 4 7 [M + H] + 
W&ffl 3 4 




2-7^7-5- (4H- [1, 2, 4] h'J7^-3-^Jk-XJ^7^ 
)V) -N- (4-/^-^77-^-2-^^) ^>X7^F(D|jg® 
X HNMR (CD3OD) 5:2. 28 ( 3 H, d, J = l. 0Hz) , 6. 59 
(1H, d, J = l. 0Hz) , 6. 75 (1H, d, J = 8. 6Hz), 7. 
36 (1H, dd, J = 2. 2, 8. 6Hz) , 7. 97 ( 1 H, d, J = 2. 
2Hz) , 8. 2 2 (1 H, s) 
FAB-MS (m/e) : 3 3 3 [M + H] + 

sates 3 5 
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2-757-5- (5-^-lH- [1, 2, 4] h U 7 V*-)l- 3 — f )V 
-7,)V3r~)V) -N- [4- -f7'/-;i/-2- 

X HNMR (CD 3 OD) 5:1. 50 (3H, d, J = 6. 6Hz) , 2. 3 
7 (3H, s) , 4. 84 (1H, q, J = 6. 6Hz) , 6. 79 (1H, d, 
J = 8. 4Hz) , 6. 89 (1H, s) , 7. 40 ( 1 H, dd, J = 2. 0 
Hz, 8. 4Hz) , 7. 99 (1H, d, J = 2. 0Hz) 
FAB-MS (m/e) : 3 7 7 [M + Hj + 

«£0 1 3 6 




2- 757-5 - -1-7 f;V-lH->f$ #V—)V- 

3- fJl/-XJl/7 7^) -N- (4bFD^f^-5 1 7^-2- f_2k> 

X HNMR (CD3OD) 5:3. 75 (3H, s) , 4. 55 (2H, s) , 4. 
60 (2H, d, J = 0. 8Hz) , 6. 74 (1H, d, J = 8. 7Hz) , 
6. 92 (1H, s) , 6. 99 ( 1 H, s) , 7. 27 ( 1 H, dd, J = 2. 
1, 8. 7Hz), 7. 90 (1H, d, J = 0. 8Hz) 
FAB-MS (m/e) : 3 9 2 [M + H] + 

mmm 3 7 
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2 -7$/- 5- ( 5-^7^7^ 7- [1, 3, 43 ^7y7'/"JP-2-< 

)V-x)17t~)V) -N- (4 -;w HP^'>^^-^7y-;i/- 2 -- f ;]/) 
^>X7S F^MS 

X HNMR (C D 3 OD) 5:2. 90 (3H, s) , 4. 59 (2H, s) , 6. 
84 (1H, d, J = 8. 8Hz) , 6. 93 ( 1 H, s) , 7. 46 ( 1 H, 
dd, J = 2. 0, 8. 8Hz) , 8. 05 (1H, d, J = 2. 0Hz) 
FAB-MS (m/e) : 3 9 5 [M + H] + 
gl»!]3 8 




2-7^7-5- [1, 3, 4] ?yPTV-)l>- 2 - 

-f^-XJV77^V) -N- (4-/W HP^->^^;l/-^7V-;V-2— <f)V) 
^>X75 F^MM 

1 HNMR (C D 3 OD) 5:3. 05 (6H, s) , 4. 59 (2H, s) , 6. 
84 (1H, d, J = 8. 8Hz) , 6. 93 ( 1 H, s) , 7. 46 (1H, 
dd, J = 2. 0, 8. 8Hz) , 8. 05 (1H, d, J = 2. 0Hz) 
FAB-MS (m/e) : 4 0 9 [M + H] + 

m&m 3 9 




2 -7$/- 5- (4, 5-^;V-4H- [1, 2, 4] HJ7\A-;i/-3 
-N- 7.^ - -77 V-Jl/ - 2 — f 
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! HNMR (CD3OD) 5:2. 42 (3H, s) , 3. 62 (3H, s) , 4. 
60 (2H, s) , 6. 78 (1H, d, J = 8. 8Hz) , 6. 93 ( 1 H, 
s) , 7. 37 (1H, dd, 1 = 2. 1, 8. 8Hz) , 7. 97 (1H, d, 
J = 2. 1Hz) 

FAB-MS (m/e) : 3 7 7 [M + H] + 
M7tf!l4 0 




H 3 C 



2 - 7s ; - 5 - (4 - ^f ji/- 1 H-f 2 - r ;v - 7 7 

-N- (4-/VT FP^->^^;V-^7V-;i/-2-^;i/) ^>X7S KOfgSg 

1 HNMR (CD3OD) (5:2. 00 (3H, s) , 4. 60 (2H, s) , 
6. 74 (1H, s) , 6. 75 ( 1 H, d, J = 8. 4Hz) , 6. 93 (1 
H, s) , 7. 32 (1H, dd, 1 = 2. 0Hz, 8. 4Hz), 7. 93 (1 
H, d, J = 2. 0Hz) 
FAB-MS (m/e) : 3 6 2 [M + H] + 

m&m* 1 




2-757-5- (5-^fJ|/-4H- [1, 2, 4] b U 7 V-;i/- 3 — f ;l/ 
-7s)Vyy~)V) -N- (5-/^-^7V";V-2— QV) ^>X75 HP 

mm 

*HNMR (CD3OD) 5:2. 35 (3H, s) , 2. 38 (3H, d, J = 

1. 1Hz) , 6. 77 (1H, d, J = 8. 6Hz) , 7. 09 (1H, d, 

J — 1 . 1Hz), 7. 38 (1H, dd, J = 2. 0, 8. 6Hz), 7. 9 
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7 (1H, d, J = 2. 0Hz) 
FAB-MS (m/e) : 3 4 7 [M + H] + 
2 




2-T5/-5- (4-^-4H- [1, 2, 4] hV7V-)V- )V 

-zfryy-M — n— (5-xh^v^;i/^-;v-h°u> ? >-2— r;i/) ^> 

! HNMR (C D 3 OD) 5:3. 72 (3H, s) , 3. 92 (3H, s) , 6. 
79 (1H, d, J = 8. 7Hz) , 7. 38 (1H, dd, J = 2. 1, 8. 
7Hz) , 7. 96 (1H, d, J = 2. 1Hz) , 8. 3 0 - 8. 3 2 (2H, 
m), 8. 51 (1H, s), 8. 91-8. 93 (1H. s) 
FAB-MS (m/e) : 3 8 5 [M+H] + 




2-T$/-5- (4-^fJl/-4H- [1, 2, 4] HJyy~;]/- 3 --fjl/ 

-N- (4, 5-^^-^y/";v-2-^jp) ^>xr 

X HNMR (CDgOD) 6:2. 17 (3H, s) , 2. 22 (3H, s) , 3. 
58 (3H, s) , 6. 75 ( 1 H, d, J = 8. 6Hz) , 7. 26 ( 1 H, 
dd, J = 2. 2, 8. 6Hz) , 8. 09 ( 1 H, d, J = 2. 2Hz) 8. 
5 7 (1H, s) 

FAB-MS (m/e) : 3 6 1 [M + H] + 
SEW 4 4 
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2-7^7-5- (5-^-4H- [1, 2, 4] h U 7V~^- 3 — f ;t/ 

-x;i/-7yn;i/) -N- [4- (i iH--fs^V-JV-2 — 
x;P7 7~jm^;|/) -^7V-;i/- 2 — f;i/] ^>X75 Fogggg 

X HNMR (CD 3 OD) 6:2. 38 (3H, s) , 3. 47 (3H, s) , 
4. 10 (2H, s) , 6. 54 ( 1 H, s) , 6. 78 ( 1 H, d, J = 8. 
8Hz) , 7. 04 (1H, d, J = l. 2Hz) , 7. 13 ( 1 H, d, J = 
1. 2Hz) , 7. 40 (1H, dd, J = 2. 0Hz, 8. 8Hz) , 7. 9 
8 (1H, d, J = 2. 0Hz) 
FAB-MS (m/e) : 4 5 9 [M+H] + 
W&ffl 4 5 




2-7^y-4-7J^n-5- (4-/^-4H- [1, 2, 4] HJ7V* 

"ji/-3-i'^-xjV7 7^) -N- (4-^^;v-^7v-;i/-2— f;i/) 

X HNMR (CD3OD) <5:2. 32 (3H, s) , 3. 77 (3H, s) , 6. 
56 (1H, d, J = ll. 6Hz), 6. 62 ( 1 H, s) , 8. 13 (1H, 
d, J = 8. 0Hz) , 8. 5 1 (1H, s) 
FAB-MS (m/e) : 3 6 5 [M + H] + 
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2-7$y-4-7;V^-P-5- (4, 5-^^-4H- [1, 2, 4] h 
'J7^-3-fJ^-XJP7 7^) -N- {A-^9-)V-^7V-)V- 2 - 

'HNMR (CD3OD) 5:2. 33 (3H, s) , 2. 43 (3H, s) , 3. 

67 (3H, s) , 6. 54 ( 1 H, d, 1 = 11. 6Hz) , 6. 62 ( 1 H, 

s) , 8. 11 (1H, d, J = 7. 6Hz) 

FAB-MS (m/e) : 3 7 9 [M+H] + 
8&014 7 




2-7S/-5- (4-^^-5-h'J7MP^-4H- [1, 2, 4] 
hU7';-;i/-3-^JV-^;V7 7^) -N- (4-y<^;P-^7l/-;i/-2 

1 HNMR (CDC 1 3 ) d : 2. 16 ( 3 H, s) , 3. 6 8 (3H, s) , 
6. 47 (1H, s) , 6. 63 (1H, d, J = 9. 2Hz) , 7. 35 (1 
H, dd, J = l. 2Hz, 9. 2Hz) , 7. 87 ( 1 H, d, J = 1 . 2H 

z) 

FAB-MS (m/e) : 415 [M + H] + 
SMI 4 8 




2-7^7-5- (2, 5-^^-2H- [1, 2, 4] hU7V^;P-3 
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)V-7,)l~7 7=-)l) -N- (4-*^)l-?-7V~-)U-2-^)l) ^>X7 

! HNMR (CDgOD) 5:2. 25 (3H, s) , 2. 33 (3H, s) , 3. 
84 (3H, s) , 6. 64 ( 1 H, s) , 6. 79 (1H, d, J = 8. 8H 
z) , 7. 37 (1H, dd, J = 2. 0, 8. 8Hz) , 8. 00 ( 1 H, d, 
J = 2. 0Hz) 

FAB-MS (m/e) : 3 6 1 [M+H] + 
II«4 9 




2-y$y-5- (4-^;p-4H- [i, 2, 4] 

-x;i/7^n;i/) — n— (4-^^-^77-^-2--rjv) ^>xt$ho 

MM 

J HNMR (CD 3 OD) 5:2. 32 (3H, d, J = 0. 8Hz), 3. 81 
(3H, s) , 6. 62 (1H, s) , 6. 95 ( 1 H, d, J = 8. 9Hz) , 
7. 54 (1H, dd, J = 2. 2, 8. 9Hz) , 8. 26 ( 1 H, d, J = 
2. 2Hz) , 8. 5 7 (1H, s) 
FAB-MS (m/e) : 3 6 3 [M + H] + 

mmi 5 0 




2-757-5- (2-^^-2H- [1, 2, 4] h U 7 V~;i/- 3 — ( )V 
-x;i/7y~;i/) -N- (4-^fJ|/-^77-Jl/-2-fJl/) ^>X75Fcd 
MM 

*HNMR (CDC 1 3 ) 5:2. 21 (3H, s) , 3. 84 ( 3 H, s) , 6. 
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01 (2H, br) , 6. 69 (1H, d, J = 8. 4Hz) , 7. 43 ( 1 H, 
d, J = 8. 4Hz) , 7. 78 ( 1 H, s) , 7. 83 (1H, s) 
FAB-MS (m/e) : 3 4 7 [M + H] + 

m.m\ 5 1 




2 -75 / - 4 - 5 - ( i lH-^$ ^V"^- 2 -- r;t/- 

x;^77^) -N- (4-^^-^77-^-2-^;^) ^yXlAlQM 

m 

X HNMR (CDC 1 3 ) 5:2. 35 ( 3 H, s) , 2. 38 (3H, s) , 
3. 71 (3H, s) , 6. 51 (1H, s) , 6. 56 (1H, s) , 6. 9 
4 (1H, s) , 7. 0 3 (1H, s) , 7. 9 3 (1H, s) 
FAB-MS (m/e) : 3 6 0 [M + H] + 

mm\ 5 2 




2-7S/-4-7Mn-5- (4-^fJl/-4H- [1, 2, 4] MJ TV 
-;i/-3— 1)V-7s)V7 7-)V) -N- (4-hFD^^-^7'/";i/- 

2— f;i/) ^>xj_§ wmm 

X HNMR (CDgOD) 6:3. 78 (3H, s) , 4. 60 (2H, s) , 6. 
5 8 (1H, d, J h -f=1 1- 4Hz), 6. 93 (1H, s), 8. 12 (1 
H, d, J H - F =7. 7Hz) , 8'. 52 ( 1 H, s) 
FAB-MS (m/e) : 3 8 1 [M + H] + 
WkW 5 3 
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2-7^/-4-^^-;i/-5- (4-CT-4H- [1, 2, 4] HJ7V- 
)V~3--i)V-X)Vyr=L)V) -N- (4-^^-^77-^-2— fjV) ^ 

1 HNMR (C D 3 OD) 5:2. 32 (3H, s) , 2. 34 (3H, s) , 
3. 71 (3H, s) , 6. 63 ( 1 H, s) , 6. 73 (1H, s) , 8. 0 
2 (1H, s) , 8. 4 8 (1H, s) 
FAB-MS (m/e) : 3 6 1 [M + H] + 

s&tii s 4 




2-7$/-5- (4-^;i/-4H- [1, 2, 4] HJ77~;P-3 — QV 

-z)],7t-)V) -n- (2-^?;v-f77-;v-4-^;i/) ^>X7^Hd 
MM 

X HNMR (CDgOD) (5:2. 65 (3H, s) , 3. 72 (3H, s) , 6. 
77 (1H, d, J = 8. 8Hz) , 7. 36 ( 1 H, dd, J = 2. 0, 8. 
8 Hz) , 7. 51 (1H, s) , 7. 89 (1H, d, J = 2. 0Hz) , 8. 
5 2 (1H, s) 

FAB-MS (m/e) : 3 4 7 [M + H] + 

mmms 5 




2 -7$/- 5- (4-^^~4H- [1, 2, 4] b U 77"^- 3 — f ;V 
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-N- (6 -^^;v-h°u> ? >- 2—QV) ^yxr^HM 

m 

'HNMR (CD 3 OD) 5:2. 47 (3H, s) , 3. 73 (3H, s) , 6. 
78 (1H, d, J = 8. 7Hz) , 7. 01 (1H, d, J = 7. 7Hz) , 
7. 36 (1H, dd, J = 2. 2, 8. 7Hz) , 7. 69 ( 1 H, t, J = 
7. 7Hz) , 7. 94 (1H, d, J = 2. 2Hz) , 7. 96 ( 1 H, d, 
J = 7. 7Hz), 8. 51 (1H, s) 
FAB-MS (m/e) : 34 1 [M + H] + 

mmw 5 6 




2-757-5 - (5— f V7 0 Pb°;P-4-^^;V-4H- [1, 2, 4] HJ 

T^-;i/-3--f;i/-x;i/^y^;i/) -n- (4-^;i/-^xv*~;i/- 2 r 
jk) ^>X75 Hon 

! HNMR (CD3OD) 5:1. 32 (6H, d, J = 6. 9Hz) , 2. 32 
(3H, s) , 3. 09-3. 13 (1H, m) , 3. 65 (3H, s) , 6. 
63 (1H, s) , 6. 77 (1H, d, J = 8. 7Hz), 7. 35 (1H, 
dd, J = 2. 2, 8. 7Hz) , 7. 99 (1H, d, J = 2. 2Hz) 
FAB-MS (m/e) : 3 8 9 [M + H] + 
W&W 5 7 




2-757-4-7 Jl:tD-5 - (5 - t e r t - 7^;!/ -4-^^J|/-4H- 
[1, 2, 4] h'J7V-;i/- 3— ()V-X)Vyy~)l) -N- (4-7^;l/- 
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1 HNMR (CD 3 OD) 5:1. 43 (9H, s) , 2. 33 (3H, d, J - 
1. 0Hz) , 3. 83 (3H, s) , 6. 63 (III, s) , 6. 78 ( 1 H, 
d, J = 8. 7Hz) , 7. 35 (1H, dd, J = 2. 2, 8. 7Hz) , 8. 
0 0 (1H, d, 3 = 2. 2Hz) 
FAB-MS (m/e) : 40 3 [M + H] + 

mmi 5 8 



2 -7$ J - 5 - ( 2 2 H- h°^y-;i/- 3 
-n- (4-^^v-^7^-2-^^) ^>X7 

'HNMR (CDgOD) d : 2. 32 (3H, s) , 3. 86 (3H, s) , 4. 
61 (2H, s) , 6. 63 (1H, s) , 6. 73 ( 1 H, d, J = 8. 8H 
z) , 7. 18 (1H, d, 3 = 2. 0, 8. 8Hz) , 7. 58 (1H, s) , 
7. 8 1 (1H, d, J = 2. 0Hz) 
FAB-MS (m/e) : 3 7 6 [M + H] + 
5 9 



2 - 75 y - 5 -x^;vx;V7y n;i/-N- (4-*^)V-^7V~)V- 2 — f 

'HNMR (CDC1 3 ) 5:1. 18 (3H, t, 3 = 7. 2Hz) , 2. 20 

(3H, s) , 2. 69 (2H, q, 3 = 7. 2Hz) , 6. 53 (1H, s) , 

6. 67 (1H, d, J = 8. 8Hz) , 7. 34 ( 1 H, dd, 3 = 2. 4, 

8. 8Hz) , 7. 61 (1H, d, 3 = 2. 4Hz) 
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FAB-MS (m/e) : 2 9 4 [M+H] + 

mmM& 0 




2-T$y-5- i±7Vu [5, 4-b] \ZVz?>-2-'Ol-Z)V7 7~)V) 

-N- (4-^^;v-f77-ji/-2- r;i/) ^>X7$F^ggig 

X HNMR (CDgOD) 6:2. 28 (3H, s) , 6. 61 ( 1 H, s) , 6. 
93 (1H, d, J = 8. 8Hz), 7. 44 (1H, dd, 3=4. 8, 8. 
4Hz) , 7. 53 (1H, dd, 3 = 2. 4, 8. 8Hz) , 8. 07 ( 1 H, 
dd, J = l. 6, 8. 4Hz) , 8. 19 (1H, d, 3 = 2. 4Hz) , 8. 
3 7 (1 H, d d, J = l. 6, 4. 8Hz) 
FAB-MS (m/e) : 4 0 0 [M+H] + 
W&M6 1 




2-T^y-5- (4-^-4H- [1, 2, 4] h U TV—JV— 3 — i )]/ 
-XJl/yy-;i/) -N- (5-hFD^y^^-4-^fJ|/-f77"JP-2 

X HNMR (CD 3 OD) 5:2. 29 (3H, s) , 3. 71 (3H, s) , 4. 
66 (2H, s) , 6. 78 ( 1 H, d, J = 8. 8Hz) , 7. 36 ( 1 H, 
dd, J = l. 9, 8. 8Hz) , 8. 00 (1H, d, J = l. 9Hz) , 8. 
5 0 (1H, s) 

FAB-MS (m/e) : 3 7 7 [M+H] + 

mmme 2 
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2-T$7-5- (4-^5 1 ;i/-4H- [1, 2, 4] h U 3 — f;P 

-X)U7r~)l) -N- (4-^h^^-f7'/-^-2- f;W ^>X 

X HNMR (CD 3 OD) 6:3. 40 (3H, s) , 3. 72 (3H, s) , 
4. 46 (2H, s) , 6. 80 ( 1 H, d, J = 8. 8Hz) , 7. 00 (1 
H, s) , 7. 39 (1H, dd, J = 2. OHz, 8. 8Hz), 7. 99 (1 
H, d, J = 2. OHz) , 8. 5 1 (1H, s) 
FAB-MS (m/e) : 3 7 7 [M+H] + 

mm\6 3 




2-7^7-5- (4, 5-^^-4H- [1, 2, 4] HJ77~;i/-3 
—QV-7s)V7t~)V) -N- (2-^f;i/-fT^-4-^J|/) ^>X7 
$ K Off IS 

X HNMR (CD3OD) 5:2. 42 (3H, s) , 2. 65 (3H, s) , 3. 
67 (3H, s) , 6. 53 (1H, d, J = ll. 2Hz) , 7. 49 (1H, 
s) , 7. 9 9 (1H, d, 1 = 1. 6Hz) 
FAB-MS (m/e) : 3 7 9 [M + H] + 
UMM 6 4 




2-7$7-4-7;i/^P-5- (4-^-4H- [1, 2, 41 HJ7V* 
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- 3 - ^ ;i/ - ~a)Vj 7 -n- (2-^^)V-^7V-jv-4-^jv) 

*HNMR (C D 3 OD) 6:2. 65 (3H, s) , 3. 77 (3H, s) , 6. 
54 (1H, d, J = ll. 2Hz) , 7. 49 (1H, s) , 8. 00 (1H, 
d, J = 8. 0Hz) , 8. 4 9 ( 1 H, s) 
FAB-MS (m/e) : 3 6 5 [M + H] 

mmme> 5 




2-7^7-5- (4-^^;V-4H- [1, 2, 4] HJ7*A-;V- 3 — fjk 
-XJl/77^) -N- (5-*?JV- [1, 3, 4] -Jr 2 

! HNMR (C D 3 OD) (5:2. 68 (3H, s) , 3. 71 (3H, s) , 6. 

80 (1H, d, J = 8. 4Hz) , 7. 39 (1H, dd, J = 2. 0, 8. 

4Hz) , 8. 06 (1H, d, J = 2. 0Hz) , 8. 51 ( 1 H, s) 
FAB-MS (m/e) : 3 4 8 [M + H] + 




2-7$7-5- (4— ryynb°;V-4H- [1, 2, 4] hU7V"^-3 
-■i)l-7,)lyy-)V) -N- (4-^^;V-^7V-;V-2— fjU) ^>X7 

! HNMR (CDC 1 3 ) 5:1. 47 (6H, d, J = 6. 8Hz), 2. 33 
(3H, s) , 4. 62 (1H, sep, J = 6. 8Hz) , 6. 00 (2H, 
br) , 6. 55 (1H, s) , 6. 69 (1H, d, J = 8. 4Hz) , 7. 
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44 (1H, dd, J = l. 6, 8. 4Hz) , 7. 96 ( 1 H, d, J = 1. 
6 H z ) , 8. 2 6 (IE s) 
FAB-MS (m/e) : 3 7 5 [M+H] + 

mmme 7 



2-T$;-5- (4-tert-^Jl/-4H- [1, 2, 4] MJ7»A-;i/ 

-3-^;v-^;P7t^;u) -n- (4-^^-^7v-^-2- r;i/) ^> 

! HNMR (CDC 1 3 ) 6:1. 7 4 (9H, s) , 2. 32 (3H, s) , 5. 
98 (2H, br) , 6. 53 ( 1 H, s) , 6. 70 (1H, d, J = 8. 8 
Hz) , 7. 48 (1H, d, J = 8. 8Hz) , 7. 94 ( 1 H, s) , 8. 
2 2 (1H, s) 

FAB-MS (m/e) : 3 8 9 [M + H] + 

mmme s 

^ f\ rs 



3-r$y-6-(i ih— <$yv~-jv-2-' i)V-7s)yyr~)V) 

X HNMR (CDC 1 g ) 5:3. 75 (3H, s) , 5. 9 4 (2 H, br. s) , 
6. 95-7. 05 (3H, m), 7. 21 (1H, br. s), 7. 28 (1 
H, br. s) , 7. 51 (1H, d, J = 3. 9Hz) 
FAB-MS (m/e) : 3 3 3 [M + H] + 

wmms 9 





WO 03/080585 



79 



PCT/JP03/03656 




3 - 7$ / - 6 - ( 1 zJ^lkz 1H-^$^V-^- 2 -^JP-XJV77^) 
-HU> ? >-2-^;i/^>m- (A-*^)V-J-7^-)V- 2 -7^F 

X HNMR (CDC 1 3 ) <5:2. 3 9 (3H, s) , 3. 73 (3H, s) , 5. 
93 (2H, br. s) , 6. 56 (1H, s) , 6. 91-7. 00 (2H, 
m) , 7. 16 (1H, br. s), 7. 24 (1H, br. s) 
FAB-MS (m/e) : 3 4 7 [M + H] + 

mmn 0 




2-7$/-5-^>-7+K-N- (4-*?)V-3 L 7V-)V-2-' OV) ^ 
>X75 HOMM 

X HNMR (CD 3 OD) (5:2. 32 (3H, s) , 6. 63 ( 1 H, s) , 6. 
87 (1H, d, J = 8. 8Hz) , 7. 47 ( 1 H, dd, J = 2. 0, 8. 
8Hz) , 8. 08 (1H, d, J = 2. 0Hz) 
FAB-MS (m/e) : 2 9 1 [M + H] + 
M^f!l7 1 




2 - 7^ / - 5 - h U 7MD^fMJP7 7 "JI/-N- (4 -*?)\,-^7V 
-)V- 2 — f ;V) ^>X7^ F(DPiM 

1 H N M R (CDC 1 3 ) 8:2. 06 (3H, s) , 6. 58 ( 1 H, s), 7. 
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54 (1H, t, J = 8. 0Hz) , 7. 86 ( 1 H, d, J = 8. 0Hz) , 
7. 99 (1H, d, J = 8. 0Hz) , 8. 20 (1H, s) 
FAB-MS (m/e) : 3 1 9 [M + H] + 
MigM7 2 




2-y^y-5- (2-^h^>-7x-MJl/77^) -N- (4-;*^ 
-f7^- 2 -- f;i/) ^>XT$ FQPgg 

! HNMR (CDC 1 8 ) 6:2. 2 6- 2. 3 3 (3H, m) , 3. 9 0 (3H, 
s) , 5. 94 (1H, br) , 6. 52 (1H, d, J = 1 . 0Hz) , 6. 
7 2- 6. 8 6 (4H, m) , 7. 09-7. 15 (1H, m) , 7. 41 (1 
H, dd, J = 2. 0, 8. 5Hz) , 7. 69 ( 1 H, s) 
FAB-MS (m/e) : 3 7 2 [M + H] + 
§mM7 3 




2-T$7-4-7;V^-n-5- (4-^-4H- [1, 2, 4] HJTV* 

3 --f;i/-^;i/7j~;i/) -n- (4-xh^^-^-f7y-;p 
-2— f;i/) ^>X7§Jj^H 

1 HNMR (DMSO-d 6 ) 0:1. 31 (3H, t, J = 7. 0Hz) , 3. 
64 (3H, s) , 4. 29 (2H, q, J = 7. 0Hz) ,6.65 (1H, 
d, J h -f=1 1. 6Hz), 7. 29 (2H, b r s) , 8. 09 (1H, s), 
8. 34 (1H, s) , 8. 57 ( 1 H, s) 
FAB-MS (m/e) : 4 2 3 [M + H] 
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2-y^y-4-7;^a-5- (4-^jv-4H- [i, 2, 4] Hjyy 
";i/-3--f;p-x;vyyn;v) -n- {A-ti)^^y)V-^7"J-)V~2- 

'HNMR (CDC 1 3 ) 5:3. 81) 3H, s) , 6. 62 (1H, d, J H 

_ p =l 1. 0Hz) , 8. 0 0 (1H, s) , 8. 2 1 (1H, d, J H -f=4. 
8Hz), 8. 5 7 (1H, s) 
FAB-MS (m/e) : 3 9 5 [M + H] 

mm\7 5 




2-y^y-5-d-^^;v- 1 H-^$yy-;v- 2 -^^-xjV7 7^v) 
-N- (4-^^-^yy-;w-2--r;w) ^>xys PgaM 

'HNMR (CDC 1 3 ) 5:3. 45 (3H, s) , 3. 70 (3H, s) , 4. 
47 (2H, s) , 5. 8 2- 5. 8 6 (2H, brs) , 6. 64 ( 1 H, d, 
J = 8. 8Hz), 6. 87 (1H, s), 6. 96 ( 1 H, s), 7. 06 (1 
H, s) , 7. 37 (1H, dd, 1=1. 6Hz, 8. 8Hz), 7. 88 (1 
H, d, J = l. 6Hz) 
FAB-MS (m/e) : 3 7 6 [M + H] + 

mmm 7 6 
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2-T$7-5- (4-^JV-4H- [1, 2, 4] h'J7^-3-^^ 
-XJi-7y^) -N-^77P [5, 4-b] tf 'J x>- 2 --f j|/-^>X7 

X HNMR (DMSO-d 6 ) 6:3. 59 ( 3 H, s) , 6. 80 ( 1 H, d, 
J = 8. 8Hz) , 7. 30 (1H, d, J = 8. 8Hz) , 7. 47 ( 1 H, 
br) , 8. 07 (1H, b r) , 8. 16 ( 1 H, s) , 8. 44 ( 1 H, d, 
3 = 4. 8Hz) , 8. 5 7 (1H, s) 
FAB-MS (m/e) : 3 8 4 [M + H] + 
$5»J 7 7 



2-7$/-5-(l-^^-lH--f$^V-^-2-^JV-X^77^) 
-N-^yy'n [5, 4-b] fcf U>?> — 2 --^ )V-^>X7 S. FjPjgjj 
! HNMR (CD 3 OD) 5:6. 79 (1H, d, J = 8. 8Hz) , 7. 07 

(1H, br) , 7. 24 (1H, br) , 7. 32 ( 1 H, dd, 3 = 2. 0, 
8. 8Hz), 7. 49 (1H, dt, 3 = 4. 8, 8. 0Hz), 8. 02 (1 
H, d, 3 = 2. 0Hz) , 8. 10 (1H, d, J = 8. 0Hz) , 8. 43 

(1H, d, 3=4. 8Hz) 
FAB-MS (m/e) : 3 8 3 [M + H] + 

mmw7 8 
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2 -7^j-4-y)i3ru-b - (4-^;i/-4H- [i, 2, 4] Hjyy 

3 - )l- -N-f7'/D [5, 4-b] b°U^>-2- 

! HNMR (DMSO-d 6 ) 5:3. 62 (3H, s) , 6. 64 ( 1 H, d, 
J = 12. 0Hz) , 7. 47 (1H, b r) , 8. 05 ( 1 H, b r) , 8. 
33 (1H, d, J = 8. 7Hz) , 8. 44 ( 1 H, br) , 8. 55 (1H, 
s) 

FAB-MS (m/e) : 4 0 2 [M + H] + 

mtm 7 9 



2-757-5- (4, 5-y7f;i/-4H- [1, 2, 4] MJ7\A-;V-3 

— ov-wvyy-M -n- (4-^h^»^-^7^-2-<;v) 

1 HNMR (CD 3 OD) 5:2. 41 (3H, s) , 3. 39 ( 3 H, s) , 
3. 61 (3H, s) , 4. 45 (2H, s) , 6. 77 ( 1 H, d, J = 8. 
8Hz) , 6. 98 (1H, s) , 7. 36 ( 1 H, dd, J = 2. 4Hz, 8. 
8Hz) , 7. 9 7 (1H, d, J = 2. 4Hz) 
FAB-MS (m/e) : 3 9 1 [M + H] + 

SsiMS 0 



2-7$7-4-;7;i/^-n-5- (4, 5-^^-4H- [1, 2, 4] h 
U7y-;i/~ 3 --()V-7s)Vyy-)V) -N- (4-;* F^y/fA-f/y- 





;i/-2— r;v) ^>X75Fcpfiag 
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X HNMR (DMSO-d 6 ) (5:3. 14 (3H, s) , 3. 60 ( 3 H, 
s) , 4. 38 (2H, s) , 6. 61 ( 1 H, d, J = 1 2IIz) , 7. 06 
(1H, s) , 7. 18-7. 30 (2H, b r s) , 8. 24 (1H, d, J 
= 8. 0Hz) , 8. 54 (1H, s) 
FAB-MS (m/e) : 3 9 5 [M+HJ + 
MBWS 1 




2-T^y-4-7;i/^-a-5- (1 -*?jv- ih- f $^y-^- 2 — f ;i/ 

-X;i/^y^;i/) -N- (4-^ h^y^fJl/-f7'/-;i/- 2— f)V) s<>X 

1 HNMR (CD C 1 3 ) 6:3. 42 (3H, s) , 3. 76 (3H, s) , 
4. 44 (2H, s) , 6. 08-6. 18 (2H, brs) , 6. 35 ( 1 H, 
d, J = 1 0 . 4Hz) , 6. 84 (1H, s) , 6. 93 ( 1 H, s) , 7. 
02 (1H, s) , 8. 05 (1H, d, J = 7. 6Hz) 
FAB-MS (m/e) : 3 9 4 [M + H] + 

W&M2 




2 -7$y-4-:7;ivj-D- 5 - (4, 5-y^^-4H- [1, 2, 4] h 

U7 % /-;p-3-^;p-x;P7yn;i/) -n- (4-^h^^^)V-^-yv- 

X HNMR (CDClj) 5:2. 40 (3H, s) , 3. 40 (3H, s) , 3. 
59 (3H, s) , 4. 41 (2H, s), 6. 2 0 -6. 2 8 (2H, brs), 
6. 30 (1H, d, J = l 0. 8Hz), 6. 80 (1H, s) , 8. 10 (1 
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H, d, 3 = 7. 6 Hz) 

FAB-MS (m/e) : 4 0 9 [M+H] + 

mmm 8 3 




2-7^7-5- &TV-)V- 2— i)l-X)Vy7~)l) -N- 

X HNMR (CDC 1 3 ) 6:3. 43 (3H, s), 4. 45 (2H, s), 
6. 24-6. 30 (2H, brs), 6. 51 ( 1 H, d, J = l 0. 8 Hz) , 
6. 88 (1H, s) , 7. 19 (1H, d, 3 = 2. 0Hz) , 7. 65 (1 
H, d, 3 = 2. 0Hz) , 7. 92 (1H, d, J = 6. 8Hz) 
FAB-MS (m/e) : 3 9 7 [M+H] + 




2-7^7-5- (?7VH^-2-i'jV-Xf7 7^) -N-^7V*P [5, 
4-b] h°'Jy>-2 — T;i/-^>X75 F&fflM: 

1 HNMR (CD 3 OD) 5:6. 92 ( 1 H, d, J = 8. 4Hz) , 7. 40 
(1H, d, J = 3. 6Hz) , 7. 4 5-7. 4 9 (1H, m) , 7. 53 (1 

H, d, J = 8. 4Hz), 7. 63 (1H, d, J = 3. 6Hz), 8. 08 
(1H, d, J = 8. 0Hz) , 8. 22 (1H, s) , 8. 43 ( 1 H, d, 

3 = 4. 8Hz) 

FAB-MS (m/e) : 3 8 6 [M + H] + 

mmm 8 5 
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ch, 

2-757-5- (2-^b^/-5-/^-7x/^» -N- 
^y^)V-J-7V-)V- 2 —Ql/) ^>X75 F©» 

5-7MD-2-zhn-^|fl7. 8 4g (4 2. 4mmol) ©^ffc 
^5=-W>iS«E (10 0ml) \Z, 2tc#T. 3?Sf<Z>N, N-J?^fM;VA75 b* 
M^=HfU;i/^P5K F4. 07ml (46. 6mmol) SfTifc 

2-75/^7V-^5. 80g (50. 8mmol)0»fI/>JIS(5 
Oml) £HJX^;i/75>7. 00ml (50. 8mmol) Sijnfc&tfc, 3*C 
}£T, ifefciSnfe^n^-f h*0lflj/f (30ml) tit 

n-7h^77^- (^if > : SB£x3\Jl/= 2 : 1) fc«fcD*MSU 75 F#7. 
2 0 g (IR* : 60%) ^tfeSfttLTffcc 

f#5n/c75 F#2 0 Omg (0. 7 1mmol) ©N, N-^^^WM 
75 F&tt (10ml) teK»*U^A9 8 2mg (7. 1 lmmo 1) 02 
-7 b^v- 5-^fJl/7x/-JV9 8 2mg (7. 1 lmmo 1 ) &t\\X. K 

yAZU^htfyyj- (^it> : #mx^;VXX7-;i/=2 : 1) \z 
.fcOffifttU XhD#:2 7 8mg (JR* : 9 8%) £5£&0#£bT#&. 
flStlfc^hD#2 4 7mg (0. 6 2mmo 1 ) <7M V7°D/V-JI/ (5m 

i) msmmmtry^^^mm (o. 5m n ®jg*fc«cj»2. og^un 
wciiifc. #6n^is$yu*yjW7A7n-?h^77^" (a* 
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it> : WM^)VX.7sT-)V= 2 : 1) fc<fc flUtSSU SMIt'&tJ 1 9 lmg (JR 
$:84%) ^ItmtbTife. 

X HNMR (CDC 1 8 ) « : 2. 24 (3H, s) , 2. 32 (3H, s) , 3. 
84 (3H, s) , 5. 46 ( 1 H, b r) , 6. 52 ( 1 H, d, J = l. 0 
Hz) , 6. 66 (1H, s) , 6. 74 ( 1 H, d, J = 8. 9Hz) , 6. 
88 (2H, s) , 7. 06 ( 1 H, dd, J = 2. 6, 8. 9Hz) , 7. 1 
1 (1H, d, J = 2. 6Hz) 
ESI —MS (m/e) : 3 7 0 [M + H] + 

±mmmms 3 tra«tbT, mmms 47bms&mi 1 7o^^**»&. 

©3tf!l8 6 



2 -rrs /- 5 -^xy^v-N-^ry-Ji/- 2 — < ;i/-^>X75 F<pgjg 

! HNMR (CDC 1 3 ) 6 : 5. 53 (2H, br) , 6. 76 (1H, d, J 
= 8. 9Hz), 6. 83-6. 87 (3H,m), 7. 01 ( 1 H, t, J = 
7. 3Hz) , 7. 08 (1H, dd, J = 2. 3, 8. 9Hz) , 7. 25- 
7. 29 ( 3 H, m) , 7. 32 ( 1 H, d , 3 = 2. 3Hz), 11. 61 (1 
H, b r) 

FAB-MS (m/e) : 3 1 2 [M + H] + 

mm\8 7 



2-757-5- (4-^Dt-7x;^y) -N-fT7"jl/- 2 ^ 
X HNMR (CDC 1 3 ) (5:5. 60 (2H, br), 6. 75-6. 82 (3 
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H, m) , 6. 96 (1H, d, J = 2. 6Hz) , 7. 06 ( 1 H, dd, J 
= 2. 6, 8. 3Hz) , 7. 3 7-7. 8 4 (4H, m) 
FAB-MS (m/e) : 3 9 2 [M + H] + 
SBtFllS 8 



2-7$;-5-7x7^'>-N- (4-hKP^'>^^;i/-^T7-;i/-2- 

! HNMR (CDC 1 3 ) <5:4. 38 (2H, d, J = 5. 2Hz), 5. 14 

(1H, t, J = 5. 2Hz) , 5. 53 (2H, br) , 6. 76 ( 1 H, d, 

J = 8. 9Hz) , 6. 8 3- 6. 8 7 (2H, m) , 7. 01 (1H, t, J 

= 7. 3Hz) , 7. 08 (1H, dd, J = 2. 3, 8. 9Hz) , 7. 25 
-7. 29 ( 3 H, m) , 7. 32 (1H, d , J = 2. 3Hz), 11. 61 
(1H, b r) 

FAB-MS (m/e) : 3 4 2 [M + H] + 

w&m 8 9 



2-7^7-5- (h°U> ? >-4— j -N- (4-/^l/-+y/ 
-;i/-2— <;]/) ^>X75F<DfffM 

X HNMR (CD 3 OD) 5:2. 32 (3H, d, J = l. 0Hz) , 6. 44 
(1H, s) , 6. 55 (2H, d, J = 7. 6Hz) , 6. 92 ( 1 H, d, 
J = 8. 9Hz) , 7. 38 (1H, dd, J = 2. 7, 8. 9Hz) , 7. 8 
7 (1H, d, J = 2. 7Hz) , 8. 03 (1H, d, J = 7. 6Hz) 
FAB-MS (m/e) : 3 2 7 [M + H] + 





WO 03/080585 



PCT/JP03/03656 



89 



mm\ 9 o 




2-T$y-5- (2-^^J|/-lf'Jy>-5-f;i/-t^» -N- (4-^ 

'HNMR (CD 3 OD) 5:2. 29 (3H, d, J = l. 0Hz) , 2. 47 
(3H, s) , 6. 62 (1H, d, J = l. 0Hz) , 6. 85 ( 1 H, d, 

J = 8. 9Hz) , 7. 04 (1H, dd, J = 2. 7, 8. 9Hz) , 7. 2 

1-7. 28 (2H, m) , 7. 48 ( 1 H, d, J = 2. 7Hz) , 8. 10 
(1H, d, J = 2. 6Hz) 

FAB-MS (m/e) : 34 1 [M + H] + 

m&m 1 



2-7^7-5- (3-^fjh7x;^» — n— (4-*?)V-?7V-jv 
-2— f;i/) ^>XZJJi^MM 

X HNMR (CDC 1 3 ) 5:2. 32 (6H, s), 6. 53 (3H, d, J = 
1. 0 H z ) , 6. 71-6. 77 ( 3 H, m) , 6. 86-6. 89 ( 1 H, 
m) , 7. 08 (1H, dd, J = 2. 7, 8. 9Hz) , 7. 16-7. 21 
(2H, m) 

FAB-MS (m/e) : 3 4 0 [M+H] + 
2 
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2-7$;-5-7i;^>-N- {4- [2- (3, 5 - ¥y V- 

J HNMR (CDC 1 3 ) 5:1. 9 9 (3 H, s), 2. 22 (3H, s), 3. 
0 9 ( 2 H, m) , 4 . 2 1 ( 2 H, m) , 5 . 7 0 ( 1 H, s ) , 6 . 4 3 (1 
H, s) , 6. 76 (1H, d, J = 9. 0Hz) , 6. 92 ( 1 H, br. d, 
J = 7 . 5Hz),, 7. 08 (2H, m) , 7. 22 ( 1 H, br. s), 7. 
25-7. 38 (2H, m) 
FAB -MS (m/e) : 4 34 [M + H] + 
3 




2-7^7-5- (4-7MP-7x;^» -N- (4 - ^)V-^7V- 
;i/-2-^;V) ^>X75 FPWgS 

'HNMR (CDC 1 3 ) 5:2. 14 (3H, s) , 5. 53 (2H, s), 6. 
51 (1H, s) , 6. 75 (1H, d, J = 9. 2Hz) , 6. 78-6. 8 
3 (2H, m) , 6. 93-6. 97 (2H, m) , 7. 03-7. 06 (2H, 
m) 

FAB-MS (m/e) : 3 44 [M + H] + 
Um\9 4 




2-7^7-3, 5-y7x/^y) -N- (4 - *^)V-^7"S-)]/- 2 
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X HNMR (CDC 1 3 ) 6:2. 31 (3H, d, J = 0. 9Hz), 6. 53 
(1H, d, J = 0. 9 Hz) , 6. 76 (1H, d, J = 2. 4Hz) , 6. 
88 (2H, dd, J = l. 0, 7. 7Hz) , 6. 91-7. 38 (9H, m) 
FAB-MS (m/e) : 4 1 8 [M + H] + 

mm\ 9 5 



2-757-5- (2-^h^>-7x/^» -N- (4 - t^V-^T"/- 

X HNMR (CDC 1 3 ) 5:2. 25-2. 27 ( 3 H, m) , 3. 86 (3H, 
s) , 6. 51 (1H, s) , 6. 73 (1H, d, J = 9. 2Hz) , 6. 8 
0-6. 90 (2H, m) , 7. 04-7. 10 (4H, m) 
FAB-MS (m/e) : 3 5 6 [M + H] + 



2-757-5- (2-hHD^y-7x;^» -N- (4-/^-+7y 

X HNMR (CDC 1 3 ) 5:2. 27 (3H, s) , 5. 53 (1H, br) , 
6. 52 (1H, s), 6. 18-6. 21 (3H, m) , 6. 94-7. 06 
(3H, m) , 7. 1 4 (1H, s) 
FAB-MS (m/e) : 3 4 2 [M + H] + 

mmrnQ 7 
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2-7$7-5- (2, 4-y7MP-7x^y) -N- {A-^)\>-?~ 

7V~-)v-2—od <>X7$ \*<pmm 

X HNMR (CDC 1 3 ) 6:2. 15 (3H, s) , 5. 5 1 ( 1 H, b r) , 
6. 51 (1H, d, J = l. OHz) , 6. 71-6. 93 (4H, m) , 7. 
00-7. 09 (2H, m) 
FAB-MS (m/e) : 3 6 2 [M + H] + 




2 -7^ /- 5 - (2-bHP^fJ|/-7x/^-» -N- (4-^^;i/~ 

! HNMR (xCDCl 3 ) 5:2. 20 (3H, d, J = l. OHz) , 4. 7 

3 (2H, s) , 6. 49 (1H, d, J = l. OHz) , 6. 67 (1H, d 
d, J = l. 1, 8. 1Hz) , 6. 72 (1H, d, J = 8. 9Hz) , 7. 
01-7. 16 (3H, m) , 7. 10 ( 1 H, d, J = 2. 6Hz), 7. 3 
9 (1H, dd, J = l. 6, 7. 5Hz) 

FAB-MS (m/e) : 3 5 6 [M + H] + 

mmm9 9 




2-7^7-5- (2-7t+JW7x/ + y) -N- (4-*^)V-?7V- 
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X HNMR (CDC 1 3 ) 5:2. 16 (3H, s) , 2. 61 (3H, s) , 5. 
63 (2H, brs) , 6. 5 0) 1 H, s) , 6. 72 ( 1 H, d, J = 8. 
4Hz) , 6. 78 (1H. d, J = 8. 4Hz) , 7. 04-7. 11 (2H, 
m) , 7. 20 (1H, sK 7. 27-7. 37 (1H, m) , 7. 79 (1 
HU dd, J = 7. 7, 1. 8Hz) 
FAB-MS (m/e) : 3 6 8 [M + H] 
gtfifll 1 0 0 



2-7$7-5- [2- (l-bFP^>-X^J]/) -7x/^>] -N- (4 

-^^;i/-^yv";i/-2--f;^) ^>xt$foi« 

*HNMR (CD C 1 3 ) (5:1. 56 (3H, d, J = 6. 6Hz) » 2. 27 
(3H, s) , 4. 59 (2H, brs) , 5. 21 (1H, q, J = 6. 6H 
z) , 6. 52 (1H, s) , 6. 71 (1H, d, J = 8. 6Hz) , 6. 7 
5 (1H, d, J = 8. 6Hz) , 7. 04-7. 11 (2H, m) , 7. 14 
-7. 18 (lH,m), 7. 21 (1H, d, J = 2. 9Hz) , 7. 50 (1 
H, d, J = 7. 3Hz) 
FAB — MS (m/e) : 3 7 0 [M + H] 
1 0 1 



2-TS/-5- (2-^M^y-7x/^-» -N- (4-^^J|/-+yy 
-;i/-2— f;i/) ^>XT$Hg>iaS 

: HNMR (DMSO-d 6 ) 8:2. 25 (3H, s) , 6. 73 (1H, s) , 
6. 81 (1H, d, J = 8. 9Hz), 6. 82 ( 1 H, d, J = 7. 6Hz), 
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7. 00 (1H, dd, J = 2. 6, 8. 9Hz) , 7. 07-7. 12 (1H, 
m), 7. 39-7. 42 ( 1 H, m) , 7. 62 ( 1 H, d , J = 2 . 6 H z ) , 
7. 7 1 (1H, d, J = 7. 6Hz) 
FAB-MS (m/e) : 3 7 0 [M + H] + 
1 0 2 



2-T$7-5- (2, 6-y^h^y-7x;^y) -N- (4-^^-^ 
7V-;V-2--fjl/) soXT^wmm 

X HNMR (CDC 1 3 ) 5:2. 33 (3H, d, J = l. 1Hz) , 3. 80 
(6H, s) , 6. 52 (1H, d, J = l. 0Hz), 6. 65-6. 71 (3 
H, m), 6. 98-7. 02 ( 2 H, m) , 7. 11-7. 18 ( 1 H, m) 
FAB-MS (m/e) : 3 8 6 [M+H] + 

mmm 1 o 3 



2 -757-5 - (2, 6-ybFD^y-7x;^y) -N- (4-^;i/~ 
f7V-^~ 2 -- f ;10 ^>X75 F0ffM 

X HNMR (CDC 1 3 ) 5:2. 30 (3H, s) , 6. 47-6. 50 (1H, 
m) , 6. 49 (1H, s) , 6. 54-6. 58 (3H, m) , 6. 94-7. 
0 3 (2H, m) 

FAB-MS (m/e) : 3 5 8 [M + H] + 

mtm i o 4 
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2 - 

7^7-5- (2-^fW7 7^~7x/^y) -N- (4-^^-^ 

7 > ;-ji/-2-i , ji/) ^>xr^jjoMM 

X HNMR (CDC 1 3 ) (5:2. 26 (3H, d, J = l. 0Hz) , 2. 46 
(3H, s) , 6. 51 (1H, d, J = l. 0Hz) , 6. 74 ( 1 H, d, 
J = 9. 4Hz) , 6. 75 (1H, d, J = 9. 2Hz) , 7. 05-7. 1 
1 (4H, m) , 7. 2 3 - 7. 2 6 (1H, m) 
FAB-MS (m/e) : 3 7 2 [M + H] + 

mmm 1 o 5 



X HNMR (CDC 1 3 ) <5 : 3. 34 (3H, s) , 4. 24 (2H, s) , 

5. 50-5. 70 (2H, b r s) , 6. 75 ( 1 H, d, J = 8. 4Hz), 

6. 84 (2 H, d, J = 7. 6Hz), 7. 01 ( 1 H, t, 1 = 7. 6Hz) , 

7. 0 6 - 7. 0 9 (2H, m) , 7. 25 (2H, t, J = 7. 6Hz) , 1 
0. 4-10. 5 (1H, brs) 

FAB-MS (m/e) : 3 5 6 [M + H] + 

mmm 1 o 6 





2— -f;v 
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*HNMR (CDC 1 3 ) 6:6. 79 ( 1 H, d, J = 8. 8Hz) , 6. 83 

(2H, d, J = 8. 8Hz) , 7. 04 (1H, t, J = 8. 8Hz) , 7. 

10 (1H, dd, 3 = 2. 4, 8. 8Hz), 7. 26-7. 3 0 (3H, m) , 

7. 31 (1H, dt, 3=4. 8, 8. 0Hz), 7. 76 ( 1 H, d, J = 

8. OHz) , 8. 49 (1H, d, 3=4. 8Hz) 
FAB-MS (m/e) : 3 6 3 [M + H] + 

mmm 1 o 7 




2-757-5-7x;^>-N- [4- ( 1 - *?>)V- 1 H — f 5 gV^jVz 

2---fjp-x;i/7rn;M^) -fyy-;i/-2-^M ^>xy§jj^m 

X HNMR (CDC 1 s ) 5:3. 4 0 (3H, s) , 4. 15 (2H, s) , 
6. 55 (1H, s) , 6. 75 ( 1 H, d, J = 8. 8Hz) , 6. 87 (1 
H, s) , 6. 91 (2H, d, 3 = 7. 2Hz) , 7. 03-7. 11 (3H, 
m), 7. 25 (1H, dd, 3 = 2. 8Hz, 8. 8Hz), 7. 30 (2H, 
t, 3 = 7. 2Hz) 

FAB-MS (m/e) : 4 3 8 [M + H] + 
1 0 8 




2-7^7-5- (4-7MD-2-/h^y-7x;^y) — N— (4-7 

X HNMR (CD C 1 3 ) 5:2. 31 (3H, d, J = l. OHz), 3. 84 
(3H, s) , 6. 53 (1H, d, J = l. OHz), 6. 5 6 -6. 6 3 (1 
H, m) , 6. 73 (1H, d, J = 8. 8Hz) , 6. 74 (1H, d, J = 
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10. 0Hz) , 6. 84 (1H, dd, J = 5. 7, 8. 8Hz) , 7. 03 
(1H, dd, 1 = 2. 6, 8. 8Hz) , 7. 06 ( 1 H, d, 1 = 2. 6H 

z) 

FAB-MS (m/e) : 3 7 4 [M + H] + 
MBFil 1 0 9 




X HNMR (CDC 1 3 ) (5:2. 27 (3H, s) , 2. 43 (3H, s), 6. 
53 (1H, s) , 6. 7 2-6. 7 5 (1H, m) , 6. 77 ( 1 H, d, J 
= 2. 5Hz) , 6. 90 (1H, d, 1 = 2. 5Hz) , 7. 03-7. 07 
(4H, m) , 7. 11-7. 2 3 (2H, m) , 7. 3 3 - 7. 3 8 (2H, 
m) 

FAB-MS (m/e) : 4 6 4 [M + H] + 
M&l 1 1 0 




2-7$7-5- (2-N, N-y/W$y^^-7x/^y) — N— (4 

J HNMR (CD 3 OD) 5:2. 30 (3H, s) , 2. 56 (6H, s) , 3. 
97 (2H, s) , 6. 63 ( 1 H, s) , 6. 7 9 - 6. 8 8 (2H, m) , 
7. 02-7. 11 (2H, m), 7. 26-7. 32 ( 1 H, m) , 7. 43 
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(1H, d, 3 = 7. 5Hz) , 7. 48 ( 1 H, s) 
FAB-MS (m/e) : 3 8 3 [M + H] + 

mmi 1 1 1 




2-7$;-5-7x/^y-N- [4- (4-^^-4H- [1, 2, 4] 
b'J7';-Jl/-2--fJl/-XJl/7 7^^V) -^7V-;i/-2--1 , ;l/] ^> 

X HNMR (CDC 1 3 ) 6:3. 45 (3H, s) , 4. 39 (2H, s) , 

5. 50-5. 70 (2H, brs) , 6. 76 (1H, d, J = 8. 8Hz) , 

6. 82 (1H, s) , 6. 92 (2H, d, 3 = 7. 6Hz) , 7. 06-7. 
11 (2H, m) , 7. 20 ( 1 H, d, 3 = 2. 4Hz) , 7. 31 (2H, 
t, J = 7. 6Hz), 8. 09 (1H, s) , 9. 70-9. 90 ( 1 H, b 
r s) 

FAB-MS (m/e) : 4 3 9 [M + H] ¥ + 

mmm 1 1 2 




2-7^7-5- (4-7^P-2-^f;VX;V77^V-7x;^» -N 

! HNMR (CDC 1 3 ) 5:2. 18-2. 23 (3H, m), 2. 42 (3H, 
s) , 6. 51 (1H, d, J = 0. 9Hz), 6. 68-6. 77 (3H, m) , 
6. 8 4- 6. 9 3 (1H, m) , 7. 04 ( 1 H. dd, 3 = 2. 2, 8. 6 
Hz), 7. 10 (1H, d, J = 2. 2Hz) 
FAB-MS (m/e) : 3 9 0 [M + H] + 
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mmm 1 1 3 




2-7^7-5- (4-7Jl/^-p-2-^^;i/X;V^n;i^-7xy^r'» -N- 

X HNMR (CDClg) 5:2. 18 (3H, s) , 3. 27 (3H, s) , 5. 
69 (1H, br) , 6. 50 ( 1 H, s) , 6. 75 ( 1 H, d, J = 8. 9 
Hz) , 6. 81 (1H, dd, J=4. 0, 8. 9Hz) , 7. 06 (1H, 
dd, J = 2. 4, 8. 9 Hz) , 7. 13-7. 22 ( 1 H, m) , 7. 31 
(1H, d, J = 2. 4Hz) , 7. 73 (1H, dd, J = 3. 0, 7. 3H 
z) 

FAB-MS (m/e) : 4 2 2 [M + H] + 
SK&ftl 1 1 4 




2-757-5- (4-7jl/tD-2-^^|/XJV7^^Jl/-7xy^y) -N 
- (4-/^-f7VHl-2--f;V) ^>X7S FOfggg 
X HNMR (CDC 1 3 ) (5:2. 2 8 - 2. 34 (3H, m) , 2. 67 (3H, 
s) , 6. 5 4 (1H, s), 6. 68-6. 80 (2H, m) , 7. 01-7. 
09 (2H, m) , 7. 28 (1H, d, J = 2. 7Hz) , 7. 63-7. 7 
0 (1H, m) 

FAB-MS (m/e) : 4 0 6 [M+H] + 
©iiM 1 1 5 
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tZ^tJhzA^dM ^>X7$ FofSM 

'HNMR (CDCI3) 5:2. 62 (3H, s) , 3. 33 (3H, s) , 5. 
60 (2H, brs) , 6. 77 (1H, d, J = 8, 8Hz) , 6. 85 (1 
H, d, J = 8. 1Hz) , 7. 09 (1H, dd, J = 8. 8, 2. 6Hz) , 
7. 20 (1H, dd, 1 = 7. 7, 7. 7Hz) , 7. 31 (1H, d, J = 
2. 6Hz) , 7. 50 (1H, ddd, J = 8. 1, 7. 7, 1. 6Hz), 
7. 53 (1H, s) , 8. 05 ( 1 H, dd, 1 = 7. 7, 1. 6Hz) , 8. 
8 6 (1H, brs) 

FAB-MS (m/e) : 4 0 4 [M + H] + 
SB§#J 1 1 6 



2-7^7-5- (2-^X;i/7^^-7x;^>-) -N- (2-;*^ 

X HNMR (CDC 1 3 ) 5:2. 6 4 (3 H, s) , 2. 90 (3H, s) , 5. 
57 (2H, brs), 6. 71 (1H, d, J = 8, 1Hz) , 6. 76 (1 
H, d, J = 8. 8Hz) , 7. 02 (1H, dd, J = 8. 8, 2. 6 Hz) , 
7. 24 (1H, d, 1 = 2. 6Hz) , 7. 29 ( 1 H, dd, J = 7. 7, 
7. 7Hz) , 7. 37 (1H, ddd, J = 8. 1, 7. 7, 1. 7Hz) , 
7. 54 (1H, s) , 7. 92 ( 1 H, dd, J = 7. 7, 1. 7Hz) , 8. 
7 3 (1H, brs) 

FAB-MS (m/e) : 3 8 8 [M+H] + 
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CH 3 




2-7$;-3-7x;^>-5- (2-^fMM^-7x/^y) -N 

X HNMR (CDC 1 3 ) 5:2. 33 (3H, s) , 3. 28 (3H, s), 6. 
54 (1H, s) , 6. 81 (1H, d, J = 2. 4Hz) , 6. 86 ( 1 H, 
d, J = 7. 8Hz), 7. 05 (2H, d, J = 8. 2Hz), 7. 16-7. 
22 (2H, m) , 7. 19 ( 1 H, d, J = 2. 4Hz) , 7. 37 (2H, 
t, J = 8. 2Hz) , 7. 50 (1H, dt, J = l. 4, 7. 8Hz) , 8. 
04 (1H, dd, J = l. 4, 7. 9Hz 
FAB-MS (m/e) : 4 9 6 [M + H] + 
m m ± © ? rj ffi ¥f fg ft 
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(1) 5* (I) 




(I) 

R 1 ^ -S (O) p-A, -S- (O) q-BXtt-O-D^L (E 

ii$nT^Tfe<k^ii©c i -c i omjn^i> b&ot^ 

X 2 ^|WIB#^Ni^§^t^^) » S (I I) 




(II) 

x n 7 U (Ma^ a 7 U -;i^f*R 1 0 TttHI£ tiT fe J; <a) ( £ 
Efc&V^T, R^^R^XSR^Tg^^tlT^Tfecfc^f^K^S^b, R 
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)V&, AD^>If, tHn^yS, #;i/*;i/S, Ii©C 1-C6 7MJH, 

8*tt0C3-C6Ms**& T^;i/^;i/S, n-77J^7$;s, n, n 

-y77W7^;l, 75KM+>'S, 7y)V^)Vtl)Vt^)m, N — 
77j^M;W^-fJH, TU-;PS, 7'J-Wl, N-TU-;UT5/ 
& 7'J-M+yS, 7'J-MM-;H 1 7U-^x;i/*n;i/^vS, 
N-7U-MJ^-^7$7i, 7'J-»V7r^;H, N-7U-;iot/ 
;W\^-r;V», 7D^M, 7D^y& C2-C6 7Jl/Jtjy-fj|/S, N-C2 
-C6 7JV*7-f^75yS« Cl-C6 7JW?tl, N-C1-C67J1/ 
^;i/77^;H, N, N-^-C 1 - C 67WX^7r ; Ei'M, C 

i-C6 7;wx;i/7^zm ci-C6 7;^M;i/«s, n-ci 

-C67J^M;i/«757I, C 1 - C 67JV3^>S < C1-C67JI/ 

n^v^;^^;i/*x^c i-c6m^7^;^u R 12 «7x-ji/^, 
i-y^jvm, -fvwjM, -rv^Tyu;i/S> ^s^vjm, 
u;i/S, f7^'j;n, rF7^7v*u;vs, ^x-;i^ HJ7v*u;ug, 
^yu;ps> tfu^;i/S, h°7y^s, t!U5 5>~;i^ tfu^n;^ t° 
^yu;i/S> tfnu;i/S, tf^-;vs, 7UM, 7^if-;i/S, -fa^vu^ 
-;i/S, fh7bFP77-M, tf^vx;yg, twj^x;^, enijy 
t;^uy», -Tv^/y^s, -fv^>Hum -f>i*u;i^ x 

fk>yt+y7i-J« 1 ^fl/>i?^y7x-;H, 3VU;i/g, tfU F 
t c 7V'U;I/S, S?fc Ho-T>FU;i / ^ fh7tFn+/iJ-jH, T-h^hH 
n-fy^/y-;^ ^>yV^y*U;i/X, <> S /**WV)IM, ^>V^ 

(2) 5$ (I) \Z&^T, A0R lo ^R 111 XttR 111 TM«i$.nTV5Tfe«fcVi 
MffoRlifS^U B®R 12 ^R 10 Tg^$tlT^TfeJ:V^x-;i/S, -fy^ 

7yu;i/», -f s^/u^s, ^u-v/u;^ ^rv/u;^ msrvvji 
?>x.-)m, hU7^u;px> Th7yjM, if Uv;^ eu^x;v 

7 U X?k>yt+y7x-JH, k>y^y7x-J« < tf 



WO 03/080585 PCT/JP03/03656 



yyu^s&^u ^B©R l0 ^R iii x«R 111 T«^nTviTfe«fc^ 

k>^t^>'7x^SXfWy UM^L, ^D<DR 10 j&tRnix« 
Rii^a^^tlT^TfeJ:^^7jc*«^L, R^R^^RmxttR 111 
TMm$tlT^TfeJ;^^7Km*^b, S (II) Tl$tl§Afn7'J- 

^ (i i) 0AfDT'j-j»wyjjn, <^VJ;m -fy^TVu 
y*u;i/£, ^-^yu;i/S, -rv+ityu;^ tf^-jm trumps, tf 

;y», AP^r>If, tFn+yl, jti©Cl-C6mJH, 

C3-C9K^**S, t^;1/+;ps, 7U-;ps, 7U-;^m ru-ov 

S, TD^yl, Cl-C6 7KmS, Cl-C67WXM-j^, 
C 1 - C 6 7Jl/n + ySX«C 1 - C 6 7;^^y*)l/#-;HT^ R 1 1 2 

#**HC^ *;w^<;i/S> x;P77^;PS, YV7)V* 

7U-;i/X;i/*-;m 7n<;n, xn^>g, ai©ci-C6 
r;y^;i/S, c 1 - c 6 r;^;^«, ci-ce yjv^jvxjvy^ -;vm. 

C1-C67KKW-M, 0 1-0 6 7^^1, Cl-C67JVa 
^>#;yfc; k XX«C 3 - C 6 y7D7MW^lt'S§TO 1 IB«© 

(3) 5£ (I) fc*5V>T, AC0R 10 ^RH3 XttR ii3 T g^ $nT ^ TfeJ . Vi 
Mi2K*£T?»D, B0R 12 ^R 1(, TfiI$nT^TfcJ;^7x-jH, 

yy;m wyjjn, ^rvy;^, ^7^ry*y;pg, r-UTVum 
tfUv;m tfU=^-,m y>yt+y7x-;n > 

^fl/>yt+y7xXJl/SXSb 0 'J H J- 7 y* 1 J jUT '0 , BiDR 1 ^ 113 
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Jl/SXS/fl/>y^v7 i-JI/STS D, DCDR 1 °7^R 1 1 3 X«R 1 1 3 T* 

MznT^T^&^mk7mMT*& d > r 2 ©r 1 1 1 3 x«r 1 1 3 Tg^n 

T^Tfe£^Mfc7jt3Si^T&D, R 113 ^>KmiiB\ Jl)Vtf*z/)lM, MJ7JW 
^-n^^l/S, AP^>If, kHn^>S, ii©ci-C6 7;WH, 
^0t§fnC3-C9^7jC^S, C1-C6 7J^^>S, C1-C6 7;V3^ 

c i - c 6 T;i/+;i/^^*x^c i - c 6 7;i/^;i/x;i/fc;i/ 
flv^, ^ (I I) ©a^p7U-;PS©R 10 ^R 112 X«R 112 T« 
m^nx^Tfecfc^^jcmST^D, ^ (II) O^nTU-M^TV' 

u;vs, -r^vu;v», -tv^tv^j;^ i, 2, 4-^tvt^u;vs, 

(4) (I) \Z&^T, A(DR 10 tfR 113 X\tR 113 rm$kl£ftT^T*>&^ 

vvim, ^+-y-yu;i/S, ^7v*u;t^ ?7y7^/'JM, huryu^s, 

if'JyJH, tf U 5 >?-;VS, x^l/>y^y7x-JH, 
yx-;i/SX«h°U H^7VU;i/«TS^, B0R lo ^R 113 XttR 113 Tti 
£ftTV*Tfc«kt^fc*^gT&i3> D(Z)R 13 ^Ri»tII^nTVJTfeJ:^7 
x~;VS, ^^l/g, tfUSWg, i?V>y^y7x-JHXB^5 : V> 
my7x^MtS X) , DOR 1 °j&*R 1 1 3 XteR 1 1 3 Ttt^$nTliTfe £ 
^iHbzRHtXTS 0 , R 2 © R 1 0 #R 1 1 3 XteR 1 1 3 tlT V^T «fc 

ny>M^ kHn^ fiioci-C6 7;^M, »^HfnC3-c 
9^fk7j<m& Cl-C6 7Jl/3+yS, C 1 - C 6 7 

c i - c 6 7MJWSX(ic i - c 6 7;w^;i^r:;vST& D , rt^5£ 
(II) <DR 10 ^\ R 114 X«R 114 T*m$nT^Tfej;^M{b7KmST$.D> 
R 114 ^/ic^M^ *;i/zK^v;i/«, h'J7MP^5 : JH, AD^Xgf, t: 
Fn^yS, 7'J-M> 7U-;u^«, Ii©Cl-C6 7;Wl, CI 
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- C 6 7)l*)]/?-*M, C 1 - C 6 7J^+ySXaC 1 - C 6 7fra**s%)V 

(5) S; (I) ifJOR^-S (O) p-AXttS- (O) q-Bl!&£fiWlt 

(6) 5£ (I) 4 , ©R 1 ^-0-Dt*5i^4TS5^. 

(7) 5£ (I) ^©X^^X^m^CHT^^MsfcJSSlBilC^t/c 

(8) 5$ (i) ^(Dx i Rzsx 2 0-^mmm^&^m^'m3mm(D^mo 
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